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(57) Abstract: A compound represented by the general formula: (I) (wherein 
R means a 3- to 10-membered nonaromatic heterocyclic group or the like; R 
and R mean a hydrogen atom; R , R , R and R are the same or different and 
mean a hydrogen atom, a halogen atom, a Ci_ 6 alkyl group or the like; R means 
a hydrogen atom or the like; R means a 3- to 10-membered nonaromatic het- 
erocyclic group or the like; n means an integer of 1 to 2; and X means a group 
represented by the formula -CH= or a nitrogen atom), a salt thereof or a hydrate 
thereof has an excellent hepatocyte growth factor receptor (HGFR) inhibitory 
action, and exhibits an anti-tumor action, angiogenesis inhibitory action or can- 
cer metastasis inhibitory action. 



(57)»»: -jfta R'fi. 3-10l^fj|AfP| 
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m m m 

%mw i?*smm{&3 £wm?>-mmft (3) 

[0001] ht. mmmmm^mmmim . wmmwm , Mtmzmmftm . 
[0002] mmm, nm. ±mm, mumm. mm. w*, mmm. wmmftzm* (o 

M3Mfc$5\,^X. |f^BJiSi#5itH^^:^#:(Hepatocyte growth factor receptor 

JfWlK&fc3&^UfcHGFRfi3\ migm^ £fcteflTMifMH^(Hepatocyte grow 
th factor ;£*Tn THGFJ »J^$^lT, M^^^n^^— if g 

^^mit^m^rtzjsb, mmmtm^mm, mm&ttemmmja&) im^x 

[0003] £fc. HGFRii, skWftJ&mmz.hmmLsXm, HGF£SHGFR£j»U ifrW 

^TV^(##fF^cm2) 0 
[0004] $£>U^ HGFJSJt^^ , ^K'C*>5NK4dS, HGF-HGFRv-^/V^jg^fi"^^^ 

#fF:£j£fc3,4) 0 

[0005] Lfc^oT, HGFRP£*#ffl^i-?,^^{i. #i]fi»£!k JkWff^Pl«J*fc 
[0006] HGFR|aW^^«i£^^^^IB*b^m^bT,#^mi~ll^ 
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[0007] -^^k^s^w^^ 

fc^^<^HGFRP£ft f^ffl toV N-Cfe HS^£ *VCl \ 
[0008] ftftXm : S^M»2/096361^"?^7^5'h 
#fF^Cm2 : Sill^ Jg2005/005378^^? 
#fF^Cm3 : H^^H03/000660^^^7 
#fF;£Sfc4 : H^^H2005/030140^^^1/5/h 

#fF^Cm7: B^I<k$§^2004/0764 12^s<>7Uyh 
ftffJCW® : H^<Mf|2005/004607^v^:71^/r- 
#fr3Cfifc9 : H^W^2005/004808^-?>-7 
Wr^CSfclO : a^H||2005 / /010005^-?^ 
#fF^Cifell : HBg£tH^2005/016920-^i<7Wh 
#fF^Cmi2 : B^|fi^02/32872^/N^l/^h 
#ffJCi£fcl3 : S^IB^2005/'005389^^W5/h 
##fF^Citl: Oncology Reports, 5, 1013-1024 (1998) 
#M#fF;£Sfc2: Advances in Cancer Research, 67, 257-279 (1995) 
##fF3Citk3: British Journal of Cancer, 84, 864-873 (2001) 
##fF3Cik4: Cancer Sci., 94, 321-327 (2003) 

m m ifiM&v & tir stun 
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[0009] j&mv> s mt, &{tma&ftZHGFRttuzmifo<D&mmM. nmm^x 
[ooio] ±iE*tt idK^««w^sr m^fciim, rtfi-^ (i) -emzti 

[ooil] irftfr-h, *3SMtt^T©[i]~[35]Srl^-r5„ 




I 

H 



-NR lla R llb (5£^ R lla doJ;tJ?R llb «, i-$fcfiH4ot, 7k*J5!B\ C 77V 

1-6 

3vi^c T;^/vS,c 7/i^vi^c ^n7;^I,c ry 

3-6 3-6 3-10 6-10 

— /v*. 5—10M— "7Wy— /vS*fc«4~lOM#^#^— Tvm^^&MMir 

[fliia] 

[«ISi¥b] 

C T/Vdr/VS, C T/V^^/H, C T/V^r^/VS, C v^nT/V^r/VS, 

1-6 2-6 2-6 3-10 
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6-10 



C 

1 

-6 3-6 3-6 3-10 

Y/v^iym, c tv— s—ioM^wy— ;vt^s, 4~iom 

6-10 

^ffi^Tnit^S, C TW^r/V^S. C T/V^/V^S. C T 

1-6 3-6 3-6 

^-/u^^rm, C ^^n7;^;vftS, C TV— /io^S, 5~10M^^ 

3-10 6-10 
1-6 

T 2 ^, #/V/JwV^ ^/V^^/V^, 5£-C( = 0) -0--C^^tV 

*^-o-c(=o) -x*m&ti%&, *^-so -o--e^§ti^>^ s:-o-s 



Tl 



2 

5£-NR T1 



-so --e^$tb5^Sr^*i~5o 

2 

T 3 «, yfc^JDK^N C T/V^r/V^. C T/VSr^/V^ C T/V3r— C 

1-6 3-6 3-6 3-10 

i/^n7;^;H, C ry— /VS. 5—lOM^^nry— /^^c»4~10M# 

6-10 

R T1 fi, zksftDK^fcttC T^7V^^#^i-§ 0 ) -emZtlZmfabtZV. -LIE 

1-6 

Ap^^If, tK^*, *;v%zfvm. ^h^m, iyry^, c r^/i-m 

1-6 

. C T/V^/V^ C 7;V^r^;VS, C ^n7/^S, C TV— /V3£ 

2-6 2-6 3-10 6-10 

1-6 

1-6 1-6 1-6 

r 2 3o .Wr 3 ^ Tkmm^&MMirZo 

1-6 2-6 2-6 
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1-6 1-6 1-6 

T^yS, ^-co-R 12 (S^, r 12 «, **jj§H\ tK^S, c T/v^/vm, c r 

1-6 1-6 
1-6 1-6 

1-6 

Xtt. 5£-C(R 10 ) = R 10 «, **U§H\ ^ny^, ^T/^, C T/V 

1-6 

^r/V^ C 7;^;H, C Tz^^/V^ ^-CO-R 12 (S^, R 12 te. _hfB 

2-6 2-6 

^a^iwi#a^#*-r^o )-cm£nz>m&nvki-z>o )xm^n^m^tii~i'^mm 
^m^-r^o ) 

[2] R 1 ^ _h|B[i]tJ:|Eife©Bm^a*^:f*Bm^b*^^fitb5em^* 

[3] r 1 ^, _hiE[i]^iE«oem^a^b<f*©m^b^^M«^em^^ 
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Wk3] 

1-6 

rmm^mmd^hm^th^m^m^mvx^ ^xt>x\n, l-v^y^^^y 

is - 4-4^mx&& [ l ] &M<D4b&m>V< tt&M&tctttibtofcfaMo 

immmmdi 

^nyyif, 7km&, y/v#y°hS, i/Tsm, ^/v^/um, ^yg, c T;v^>v 

1-6 

c -yynr/vdr/v^, c 7;i/3^S, T5yK. ^ey-c tv^/vt^/ 

3-10 1-6 1-6 

i^-c T/v^/vr^/m, TH^i?~j^m, vnw—A'm, tr-^ys^/n^ tr 

1-6 

-^y-/v^ ^r^-?-/^*3J:tJ«^;-T 4 -T 5 T 4 te, 

1-6 3-10 

^v^Vl^ tfny^;H, tr-^y^y^ tK^x C T/l^drv^ TSy^, 

1-6 

^■y-c T/^/vr^y^&ri^-c tj^/pt* ym&MM1-z>o )xm$ti 

1-6 1-6 

1-6 1-6 

[5] R 1 ^ TIEgm^e^^^gfm^m^^bTV^-Ob^V^TW^-l 
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y^vv*, ^/^, v^/vr^/^ rw-^i;, t°ny^~/i^ t°^y^~ 

SEgm^g^^a«tt6em*^i-5t°-<y 1 --r/v^Tt^Ttagm 

^^T^/S, TWv^/V^ fc'nyv^vl^ fc^y^-,]^ fc 0 ^v^/l^ 

t°oy>?^- 1 -^^/^s^^t^tr^y^- i — f/Wvv^^ft^ _lie#s 

[6-1] R 1 ^. TIBgmSl^g-lyO^jlfm^g^S^WbTVNT^iV^Tif^ 

/vs. TtBg^ss^g- ua^jgtf nsBitissr^rrstr^y^- 1 -^mait 
[gmspg-i] 

rff^i, trny^/ws, t^y^/v-S, t^v^/vS, sW/kt^ 
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[6-2] R 1 ^, ^W^SSrttSTff^y - 1 — wm. v^/vT^sm 

Sr^rt"5trny^- 1 — r/vs^fc^^^/vT^/s^i-^fc^y v^- i -- f/v 

[6-3] R 1 ^ TfE«»g-2d^3l«tL^««^#b-CV^iV^Tif^v ? 
[g^Sl^g-2] 

[6-4] R 1 ^ [2-(v ? ^/VT5y)^/V]t°^7v ? ^-l-^/V^4-t°ny^>' 

- 1 --f/Mf^yvV- 1 — f/v^, 4- [ (vW/vr^y) y^/v] t°^<y i 

4-Tif^v ? ^-l--T/Vt 0 ^yv ; >'-l-^/^, 4- [3- (vW/VT57)T 
if^vV- l-^7K|fc 0 ^yvV- 1— T/VS, 4- (4-^tX7>?y- 1 -^/V) 

tr^ys^— i— >r/H^ 4- (i-^7vt°^y> ? >'-4-^r/v)t' > ^v ? ^-i-^r/v 

X, 4- (l-^/kTif^v ? ^-3-^/k)t°^v ? ^-l--r/k*, 4- (^f/V7 

tr-^y i — jvv^ 4- (rWv^- 1 -- ivi^^vv) tr-^y^- i -- r/v 

^ N 4- (t 0 tiy^-l-^/k^/V)t:°-<y^-l-^/V^, (3S) -3- >v 
T5/)t°ayv?^-l-^/kS. (3R) -3 - (v^^-/VT5/)t:°pyvV-l-^7vS. 
Tif^vV-l-^f/l^ fc:°nyvV-l--i7V^ ^e/V*y^-4--T/VS. 4-^ 
/Hf^S^-l — i/vm, 3-tKo^7^f^-l->f;H, 1, 3'-tfTW 
v^-l' 3- (tKn^fyl/)7Wy-l-^S N 3- (vW/VT 

57) Tif ^-vV- 1 3 - [ (vW/VT5/) 7^/V] T W/- 1 --C/VS 

, 4-tKn^t°^y^>--l-^7VS, 4- (tKn^v^/^fc^y^-l-^/V 
(3R)-3-fcKn=arv-t°ny^-l — f/VK, (3S) -3-tKndr^t°ny^- 
1 ->f/VS, 3 - (TWv^- 1 — f/k^/V-) T WvV- 1 — f7kg*fcra:3 - (2 

-^^/vr^yr^h^y) Tif^vV- i -^nt^[i]faf(Dftmu!4 
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[7] R 1 ^ ^-NR lla R llb (^^, R lla 4oJ;U^R llb te, _h|E[l] ^fE*c<DR lla :JoJ;^ 

[s] r^k 5£-NR llc R lld (^tK r 11c «, *mm^tifec rsv^/v^nm 

1-6 

1-£o R lld tt, C 7;^;HttlK 

1-6 

MM 

0£*, ctt, l&V^3<D»:^lC*-r3o Z 1 }*, ^*JJ!B\ «fEHm^, 

1-6 

[9] R 1 ^ ^-NR lle R llf (^^, R lle «, ^K*J^^*fc^C T/^/V^lc^ 

1-6 

1-6 

S-CfeS [1] WM<Dik&mh IX ^^rOi^^/t «^rti^(D^K^p^ 0 

[10] R 1 ^ ^-NR ll8 R nh (S^, R ll8 J3\ **J^^fc{^^/vS^*-r^)o R 

llh te\ n-^nfcVV^ n-7'f;H, t°ny^-3--|7V^ fc 0 ^y>^-3— f/V 
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[11] R 1 ^. ^-N(CH )R lli (^^. R 111 ^. n-Zfn^/um, n-y^/vm, 

3 

^-3-4^m^tin^V^-4-4^m^MMir^ 0 TcfcU R ni te, Tffig 
[12] R 1 ^ ^-N(CH )R llj (^^. R llj », l-^/Vt:°-<yv ? ^-4— f/V^* 

3 

[12-1] R 1 ^ 5£-N(CH )R llk (^^, R llk J3, 3- &*^/VT*;) 

3 

[12-2] R 1 ^,^7V(l-^/Vt°^yv ; >'-4-^/V)T$yS, (l-^/Mf^ 
yvV-4— f/V) (^f/l/)T^S, [3- (i^VKT5/):/nfc7V] 0*<?/V)T$S& 

^f-mi - [2- (v^/vr^/) ^/v]t°^yv?^-4 — f/W (y^/H r^y^-efe 

5 [i] mm<Dfc&mhis< n^m^tn^tib^^mo 

[13] r\ R\ R 6 $3£XJ!R 7 1)K zKsffJDK^N /M^^Vj^^-^f* 

C T/l^/Vg-CfcS [ 1] ~ [ 1 2 - 2] (DX fEfW^^lX tt&MM 

1-6 

[14] R 8 #N 7K*m^fc^[l]~[l3](DV^^^l|B«(D>f^^L<{«CDig 

[15] xffK ^:-c(R 10a ) = oct, R 10a «, Tkmm*. ^^m^^kn^rm 
itnM-tz> 0 ) x*mtstiz>mx*&z> [i] ~ [i4] <d\ ^hfaim&.<D4t&m>i,< 

[16] x^, ^J^T--efc5[i]~[i4]cov^ ^^its«co^^b<^(Dig; 

[17] n^. l-efe§[l]~[16](DV^^llE«(D^^b<(«0^fc{*^: 
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[is] r 9 ^ ±miiifcmm<Dmm&mab\^<fem&mmhfabm&ft%mmm% 

1-6 

3-10 

6-10 

J3_hfB[l] ^fB«(Z)gm^a^b<^gm^b^^M{mS@m*^b-CV > 
-C^iV ^/-4~10M#^#^^StT5/^fc3 [1] ~ [17] (D\ >T tlv^lfB 

[19] R 9 ^ ±fB[l]^fB«(D®mS#at>L<«®mS^^Mfm§®mS^ 
WbTV^t £\^J-C v^^nT/Vdr/VT5y«fc:^±fB[l] ^fBiSt^S^ 

3-10 

6-10 

TK;mX$bZ> [1]~ [17] <DV ^*l^l?Bigc0^1^bb< «^(D^fc«^tL^,(D 
[19-1] r 9 3^ TfBM^^^3g{m§M^^bTv^J:v^y-c 

3-1 

^C2T/Vdr/^T^y^7^«TfB«m»i75^ilfm§mm*^bTV>-C^J; 

0 

v - c ry — /vt5/^~c&3 [ i ] ~ [ i 7] <d v ^tifai mM^t^h IX « 

6-10 

1-6 1-6 

[19-2] R 9 ^ ±|B[l9-l](z:|Eife<De^»^id^3lfitvSe^Sr^rbTV> 
T^iV^^n^^/VT^/S, _hfB[19-l]^fB^(Dg^^i^^3g^n§® 
^S^LTV^iV^^n-^r^/VT^/S, _h?B[19-l]^fBgt»g^»i7> 
^>il{^t^§MaS^bTV^Tt J:v^^tI^ 0 ^7^T5y«7^«_hfB[l9- 1] lc 

fB«OM#»id^3g«tb^M#*^#b-CV vOfe«fcV v7^^T^^-e&§ [1] 

~ [i 7] <d\ ^-rtifrium(Dik&m^< ^(Dm.~ttc^tihc07i<.fum o 
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[19-3] -^(D^m^ti^t^mK 

(1) N — [4 — ({2 — [({4 — [2 — (Dimethy lamino) ethyl] piperazin—l—yl} car 
bonyl) amino] pyridin — 4 — yl}oxy) — 2 — f luorophenyl] — N' — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide^ 

( 2) N — ( 2 — Fluoro — 4 — { [ 2 — ( { [methyl ( 1 — methylpiperidin — 4 — yl) amin 
o]carbonyl lamino) pyridin — 4— yl]oxy} phenyl) — N* — (4 — f luorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide^ 

(3) N- (4-Fluorophenyl) — N* — {2 — fluoro — 4— [ (2— { [ (4 — pyrrolidin— 
1 — ylpiperidin— 1 — yl) carbonyl] amino} pyridin — 4 — yl) oxy] phenyl} cyclop 
ropane — 1 , 1 — dicarboxamide^ 

(4) N— [4— ({2— [({4— [ (Dime thylamino) methyl] piperidin— 1— yl}carbo 
nyl) amino] pyridin— 4— yl}oxy) — 2 — f luorophenyl] — N* — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(5) N— {4 — [(2 — {[ (4— Azetidin— 1 — ylpiperidin — 1 — yl) carbonyl] amino} 
pyridin — 4 — yl) oxy] — 2 — f luorophenyl } — N ' — (4 — f luorophenyl) cyclopro 
pane — 1, 1 — dicarboxamide^ 

(6) N— [4— ({2— [({4— [3— (Dimethy lamino) azetidin— 1—yl] piperidin — 
1— yl} carbonyl) amino] pyridin — 4 — yl} oxy) — 2 — f luorophenyl] — N' — (4 

— f luorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(7) N— (2 — Fluoro — 4— {[2— ({[4— (4 — methylpiperazin— 1— yDpiperidi 
n— 1—yl] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluoro p 
henyl) cyclopropane — 1 , 1 — dicarboxamide N 

(8) N— (2 — Fluoro — 4— {[2— ({[4— (1 —methylpiperidin— 4— yDpiperazi 
n— 1—yl] carbonyl} amino) pyridin— 4— yl] oxy} phenyl) — N' — (4 — fluoro p 
henyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(9) N— (2 — Fluoro -4 -{[2- ({[4— (l-methylazetidin-3-yl)piperazin 

— 1—yl] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide^ 
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(10) N— (4— {[2 — ({[4— ( Dime thy lamino) pip eridin— 1— yl]carbonyl}ami 
no)pyridin — 4— yl]oxy} — 2 — fluorophenyl) — N ? — (4 — fluorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide^ 

(11) N— (4— {[2 — ({[4— (Azetidin— 1— ylmethyl) pip eridin— 1— yl]carbo 
nyl } amino) pyridin— 4— yl]oxy} — 2 — fluorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(12) N— (4 -Fluorophenyl) — N' — (2 — fluoro — 4 — { [2— ({[4- (pyrrolidin 

— 1 — ylmethyl) piperidin — 1 — yl] carbonyl } amino) pyridin — 4 — yl] oxy } phe 
nyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(13) N— (4— {[2— ({[(3S) —3- (Dimethylamino) pyrrolidin- l-yl]carbo 
nyl lamino) pyridin— 4— yl] oxy} — 2 — fluorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(14) N— (4— {[2— ({[(3R) -3— (Dimethylamino) pyrrolidin— l-yl]carbo 
nyl} amino) pyridin— 4— yl] oxy} — 2 — fluorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

( 1 5 ) N — ( 2 — Fluoro — 4 — { [ 2 — ( { [methyl ( 1 — methylpiperidin — 4 — yl) ami 
no] carbonyl} amino) pyridin — 4 — yl] oxy} phenyl) — N' — phenylcyclopropa 
ne — 1 , 1 — dicarboxamide » 

(16) N— (2 — Fluoro — 4— {[2— ({[4— (4 — methylpiperazin— 1— yDpiperid 
in— 1— yl] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N* — phenylcycl 
opropane — 1 , 1 — dicarboxamide^ 

(17) N— [4— ({2— [({4— [3 — (Dimethy lamino) azetidin— 1—yl] piperidin 

— 1— yl} carbonyl) amino] pyridin — 4— yl} oxy) —2 — fluorophenyl] — N* — p 
henylcyclopropane — 1 , 1 — dicarboxamide^ 

(18) N— (4— {[2— ({[(1— Ethylpiperidin — 4— yl) (methyl) amino] carbony 
1} amino) pyridin — 4— yl] oxy} —2 — fluorophenyl) -N' —phenylcyclopropa 
ne— 1, 1 —dicarboxamide^ 

( 1 9) N — [4— ({2 — [ (Azetidin — 1 — ylcarbonyl) amino] pyridin — 4 — yl} oxy) 
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— 2 — f luorophenyl] — N ' — (4 — f luorophenyl) cyclopropane — 1 , 1 — dicarbo 
xamide N 

( 20) N - (4 - Fluorophenyl) — N * — [ 2 — f luoro - 4 — ( { 2 - [ (pyrrolidin — 1 — 
ylcarbonyl) amino] pyridin— 4 — yl} oxy) phenyl] cyclopropane — 1,1 — dicar 
boxamide^ 

( 2 1 ) N — { 2 — Fluoro — 4— [(2— {[(3 — hydroxyazetidin — 1 — yl) carbonyl] a 
mino } pyridin— 4— yl) oxy]phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(22) N— [4— ({2— [(1, 3' — Biazetidin— 1' —ylcarbonyl) amino] pyridin — 4 

— yl}oxy) —2 — fluorophenyl] — N* — (4 — fluorophenyl) cyclopropane— 1, 1 

— dicarboxamide N 

(23) N— (2 — Fluoro — 4— {[2— ({[3— (hydroxymethyl) azetidin— 1 — yl]ca 
rbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N* — (4 — fluorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide^ 

(24) N— (4— {[2 — ({[3 — (Dimethy lamino) azetidin— 1—yl] carbonyl }amin 
o) pyridin — 4— yl] oxy} —2 — fluorophenyl) — N' — (4 — fluorophenyl) cyclop 
ropane — 1 , 1 — dicarboxamide^ 

(25) N— [4— ({2— [({3— [ (Dimethylamino) methyl] azetidin— 1 — yl} carbo 
nyl) amino] pyridin— 4— yl}oxy) —2 — fluorophenyl] — N* — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide % 

(26) N— {2 — Fluoro — 4— [(2— { [ (4 — hydroxypiperidin— 1 — yl) carbonyl]a 
mino } pyridin— 4— yl) oxy ] phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(27) N— (2 — Fluoro — 4— {[2— ({[4— (hydroxymethyl) piperidin— 1— yl]c 
arbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N* — (4 — fluorophenyl) cycl 
opropane — 1 , 1 — dicarboxamide^ 

( 28 ) N - ( 2 - Fluoro - 4- {[2-({[(3R)-3 - hy droxypyrrolidin - 1 - yl] ca 
rbonyl}amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluorophenyl) cyclo 
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propane — 1 , 1 — dicarboxamide^ 

( 2 9 ) N - ( 2 - Fluor o - 4- {[2-({[(3S)-3 - hy dr oxy pyrr olidin - 1 - yl] car 
bonyl} amino) pyridin — 4 — yl]oxy} phenyl) — N' — (4 — fluorophenyl) cyclop 
ropane — 1 , 1 — dicarboxamide^ 

(30) N— [4— ({2— [(Azetidin— 1— ylcarbonyl) amino ] pyridin — 4— yl} oxy) 
— 2, 5 — difluorophenyl] —N' — (4 — fluorophenyl) cyclopropane— 1, 1— die 
arboxamide^ 

( 3 1 ) N - { 2 , 5 - Dif luoro — 4 — [ ( 2 — {[(3 — hydroxy azetidin — 1 - yl) carbon 
yl] amino } pyridin — 4 — yl) oxy] phenyl } — N ' — (4 — fluorophenyl) cycloprop 
ane — 1 , 1 — dicarboxamide^ 

(32) N- (2, 5-Difluoro-4-{[2 - ({[4- (4-methylpiperazin- 1 — yl)pi 
peridin— 1— yl]carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N* — (4 — fl 
uorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(33) N— [2, 5-Difluoro-4- ({2- [ ({3- [ (dimethylamino) methyl] azeti 
din— 1 — yl}carbonyl) amino] pyridin — 4 — yl} oxy) phenyl] — N' — (4 — fluoro 
phenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(34) N— (2, 5-Difluoro-4-{[2— ({ [methyl (1 -methylpiperidin- 4— yl 
) amino] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(35) N— {4— [(2— {[3 — (Azetidin — 1 — ylmethyl) azetidin — 1 — ylcarbonyl 
] amino} pyridin — 4— yl)oxy] —2, 5 — difluorophenyl} — N' — (4 — fluorophe 
nyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(36) N— (2, 5-Difluoro-4-{[2- ({[3- (hydroxymethyl) azetidin- 1 — y 
1] carbonyl} amino) pyridin— 4— yl] oxy} phenyl) — N* — (4 — fluorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide^ 

( 3 7) N - { 2 , 5 - Dif luoro - 4 - [ (4 — { [ ( 3 - hydroxy azetidin - 1 - yl) carbon 
yl] amino } pyrimidin — 6 — yl) oxy] phenyl } — N ' — (4 — fluorophenyl) cyclopr 
opane — 1 , 1 — dicarboxamide^ 
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(38) N— [4— ({4— [({3— [(Dimethylamino) methyl] azetidin— 1— yl}carbo 
nyl) amino] pyrimidin — 6— yl}oxy) — 2, 5 — dif luorophenyl] — N* — (4 — fluo 
rophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(39) N— (2, 5 — Difluoro — 4— {[4— ({[3— (hydroxymethyl) azetidin— 1 —y 
l]carbonyl} amino) pyrimidin — 6— yl]oxy} phenyl) — N* — (4 — f luorophenyl 
) cyclopropane — 1 , 1 — dicarboxamide^ 

(40) N— (2, 5 — Difluoro — 4— { [4— ({ [methyl (1 — methylpiperidin— 4— yl 
) amino ] carbonyl} amino) pyrimidin— 6— yl]oxy} phenyl) — N' — (4 — fluoro 
phenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(41) N— (2, 5 — Difluoro — 4— {[4— ({[4— (4 — methylpiperazin— 1— yl)pi 
peridin— 1— yl] carbonyl} amino) pyrimidin — 6— yl]oxy} phenyl) — N' — (4 
— f luorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(42) N— (4— {[2 — ({[4— (Dimethylamino) piperidin— 1 — yl] carbonyl} ami 
no)pyridin — 4— yl]oxy} — 2, 5 — dif luorophenyl) — N* — (4 — f luorophenyl) 
cyclopropane — 1 , 1 — dicarboxamide^ 

(4 3 ) N — { 2 , 5 — Difluoro — 4 — [ ( 2 — { [ (4 — methylpiperazin — 1 — yl) carbon 
yl] amino }pyridin — 4— yl]oxy} phenyl) — N* — (4 — f luorophenyl) cycloprop 
ane — 1 , 1 — dicarboxamide^ 

(44) N — {2, 5 — Difluoro — 4— [ (2 — { [ (4 — hydroxypiperidin— 1 — yl) carbo 
nyl] amino } pyridin — 4 — yl) oxy ] phenyl } — N ' — (4 — f luorophenyl) cyclopro 
pane — 1 , 1 — dicarboxamide^ 

(45) N— {4— [(2— {[ (4 — Azetidin — 1 — ylpiperidin— 1 — yl) carbonyl] amin 
o } pyridin — 4 — yl) oxy] oxy } — 2 , 5 — dif luorophenyl } — N ' — (4 — f luorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(46) N— (2, 5-Difluoro-4-{[2— ({[3— (2 — dimethylaminoacetoxy) aze 
tidin— 1— yl] carbonyl} amino) pyridin — 4 — yl] oxy} phenyl) — N* — (4 — fluo 
rophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(47) N- (2, 5-Difluoro-4-{[2- ({[(3S) -3-hydroxypyrrolidin-l-y 
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1] carbonyl} amino) pyridin— 4 — yl]oxy} phenyl) — N' — (4 — fluorophenyl) c 
yclopropane —1,1 — dicarboxamide ^Th^i 

(48 ) N - ( 2 , 5 - Dif luoro - 4- {[2-({[(3R)-3 - hydroxypyrrolidin - 1 - y 
l]carbonyl}amino) pyridin— 4— yl]oxy} phenyl) — N' — (4 — fluorophenyl) c 
yclopropane - 1, 1 — dicarboxamide'CS>5 [l]|Eife©'fb^Krbb< It^fD^^tt 

[20] iimm<D^m^<n^<Dmi^n^nh(D7k^m^mT^mMm^ 
[21] [ i ] ib*©* ta^ix ^^^*7c ttti^7kftm&fz*rrz>Bmifotii 

[22] [l]fB«^b^^U<«^^*fc^tV^(D^^P^^Wi-^lfiLWff^ 
[23] [l]fB«(D^^^b<«^Oi^*/c«^^(D^^P^^Wi-§^ll^J 

o 

[24] fi*^, mm. nm, ±mm, %m. wi&mm. mm, mm, mmm^tcn 

9mm-?&% [23] fE*c(D^LJ31^J 0 

[25] [l]fB*fe(D^^^b<^^^^^tbb»7K^P^^#i-§^» 

[26] iimm(D^mh^<n^<Dm^tcn^tih<D^m(Dmm^m^m^ 

[27] [l]|Bm^b^^U<«^©^*^«^tt^<D^^^<D|ga^W^fiSr 
[28] [l]fB«(D{b^^b<«^O^rt«^^(D^^P^(D^ffl^^^*^ 

[29] M3K^s % #ai«, ±mm, %m, m^mm, mm, mm, mmm^fcn 
9mm-vhz> [28] fE*c^^m 0 

[30] [l]|B«0^^mb<^(D^fc{«tb^O^KfP^<7)ma^^J#^I*^ 
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[31] fftmf&mm.m*%:®mmm<Dwm<D*itb(D, nmm^i^m^^t^ 
[32] fiLwmmmm<vmm<vtitb<D^ Limm^t^h^ii^com^tci-i^ 

[34] mm*, mmm, nm, m&mm. m^m. nm. mmm$fc.& 

[35] mmm%mw<om£<oi!iito<D, iimm^t^mh^t^m.^tnt^ti 

[0012] ttm\z&z>4b&mn. HGFR^v^^—^mmftm&mvmm&mmi 

mm iz&zfc&m*. hgf -hgfr^^& fr^it^ftmm<7)mm&mm 
[0013] mmm, nm. ^mm, %m. w&mm. mm, «i, iii^i^i 

)COM-^-^f6^tV"CV^ (Cancer Research, 54, 5775-5778 (1994), Biochemical an 
d Biophysical Research Communication, 189, 227-232 (1992). Oncogene, 7, 181-18 
5 (1992), Cancer, 82, 1513-1520 (1998), J. Urology, 154, 293-298 (1995), Oncolog 
y, 53, 392-397 (1996), Oncogene, 14, 2343-2350 (1999), Cancer Research, 57, 539 
1-5398 (1997), Pathology Oncology Research, 5, 187-191 (1999), Clinical Cancer R 
esearch, 9, 181-187 (2003)) 0 

[0014] £fc, jfeWrt^iHJ3a_h(DHGFR^^r:^j:«9, mmskwm^mm^n^t^ 

^n^tVtV >5 (Advances in Cancer Research, 67, 257-279 (1995)) 0 

[0015] uttfSoT, mnt'FLGFRmmim&iiirz^ ^mwimzit&m^ mmm. 
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wm. Mm, fim, tm&mm. mm. mm. mmm^mmm^tm^(Dmm 

[0016] kitk, ^M*H#t-*5v^tE«i-^fE^-, infogif^Lt, ^mm&m- 

[0017] ;£M&ffl»4n-:Jb^-C«;, 4b&to<Dm&ttm&±—fe<Dm&ft&mirZk&&Z> 

[0018] «i w ^#5>fbi^^£^ft~e^fb, aS^c, ^^^ftit^ 

[0019] r^j £^ m«M£B££<£>i&, iT4«^±^ mwrnrntam. 

[0020] ^«^^0m«LTte, m^f*^ ^>fk7K*Bfe, ffltit y^Bfc 

[0021] «ms^(D^(D03iW!i^LT«, 09^«r^-hy^Afi. *y>?isMif©T;^y 
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[0022] m\%T^ymt(Dm.<D&mteMbL,x^ fjitfr^^^vi, ^v^^w;^ 

[0023] r/Nn^fVjg^-j ^ystfJS^, i£*JJ§H\ ^^^f' ^3^*^^^ 

So 

[0024] rc T;v*c;vm\ tti, ^^HfclfcV ^b6{i©it:^^^c»^^^^(DT/^/V 

1- 6 

, 2-7°i3tVvS(i-7 0 ntVvS). 2-^/V-l-7 9 nt°/VS(i-^/VS), 2-7^ 
^/V - 2 - ^nt>i (t - zf^-zvm) , 1 - y ^/WS (n - y^;vm N 2 - 'f'f'/vZk ( 
s-^f;H), 2-^>"?vi^ 3-^yf;H, 2-^vv-l- 

^f;H, 3-^Vv-l-:7^VHS, 2-^;v-2-/f-;H, 3-^Vv-2- 
-f'f-fV^ 2, 2--J^/v-i--?n\£/v^ 2-^rvvl^ 3- 

2-^f;v-i-^yf-;H, 3-^f;v-i-^y^S, 4-^vv 
2-^^y^ % 3-^/V-2-^^/VS, 4— 
p<^/V-2-^^/V^ 2-yf;k-3-^yf;H, 3-^/^-3-^^/1^ 
, 2, 3-^^-1-^/^ 3, 3-^f;k-l-^;H, 2, 2-v^/V 
2-^;V-l-y^;vm, 3, 3-v ? ^/V-2-^/^, 2, 3 

[0025] rc r;v^;v^\t\^r.w^^imm^.mmw^2f^\^Qm(Dumm^ 

2- 6 

-^n^/VS, 2-7°n^^/V^(Ty/VS), l-7r^/H, 2-^^/V^, 3 

[0026] rc T/v^/vSJ^^,nm^^lj@^i-§,^*m3^v^b6fi(D^l:^^ 

3- 6 

2-^T^/vm, 3-7*t^m, ^T^m, ^^^v^tzb^Mhtb 

<5 0 
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[0027] rc T/^—frm}b^=m&&&imftirz,fcm&L2ft\,^6m<DMm&iz 

2- 6 

/VS, 2-^fc°^/V^, -O-^- 

[0028] rc r/^^/^jt«, ^.m^^im^ir^, iMmm^^em^mm^ 

3- 6 

[0029] rc T/V^l/^J^fi. _hfES^rc T/V^/^J^£fb^Ictf>zk3?fj^ 

1-6 1-6 

l^S, 1, l-^^^S, 1, 3-7°ntV^S. T^h^^^S. ^^^W^^ 

[0030] rc ^viT/u^mst^ ^mWc^3t^^iom<^^M^tcnr.mco^nm 

3-10 

J3»^**^icnfcU A#:0Ui!bT«, ^n/ntVvS, ^n^f;H, ^ 
n^^/]^, ^n^rvvVjS, ^n-^:/^-/^^ i/?n3r?^-/V^ i/?u/~;V 

^n^V/VS, tfS^n[2. 1. 0]^yf;vS^ tfv^n[3. 1. 0]-^^r^/VS, If 
v^n[2. 1. l]^3rvvv^ tfv~?n[4. 1. CTK:/^/!^ trv^n[2. 2. 1]^:/^- 
/^(//Mvl^/k^h tr^n[3. 3. O]^^/]^ tf v^n[3. 2. 1]^"^/^ 
„ tfv^u[2. 2. 2];*-^/]^ tf^u[4. 3. 0]/^/l/^ tfv^n[3. 3. 

trV^n[4. 4. 0]^V/V«(^y/^), tf^n[3. 3. 2]^V/V^&^;fctf 



[0031] rc rv-;vm\t\t,m.mm^\^iom(D^m(Dmt7Kmn^M^M 

6-10 

*u jyw^u-a*, i-^y^-^m, -or^/^m. 



[0032] r^nj^^-j tn, mmm^, mmmi L ^inm.mmi L ^MM'r^ 0 

[0033] r5~ioM— thtd- /vSj^te, #^*^-r^^-<7)m^5^v^Llo{i-e$^f9, 
Th^-sv/^M. fr/y/H, t^yy/k*. ^i^yy/vx, ^ytt^/vsvm 
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, ^y^ryy/vm, y^if^/v^ ^-r^ryy/um, yr^^ryy/vm, 

t°7^/H, tWv^/i^ try*s*=vn^ hyrv^/v^ r/y-A^ -?*r 
*yy^m, 4y*yv^&, t7fy^n, ^y^y-v^m. 
s^yy— /vm, 7^7^-^^, ^^ N /t°!J^n N ^^v^ryy/H^ 
^yv^b^yy/i^ ^/^r/y;m, ^^y^^yy/i^ -^xy^yy 
/v*. ^Ry/v^ ^y^^Ky/v*. wv^y/^ tr nntry^/^, ^nytry^ 
yu&jiSsum. ^>o/f7'W;^ ^y-y^i^Tyy/v^ t°yKt°y 
^^yvy/v^, ^^y^m-/v^, ^^vyy/v^&^&rf £>tv5o 
[0034] rs—ioM^^ry— /vSjo^jl^^iL-cfi, yy/vs, ^^—/vg, t°ay/v 
-r^yy/vs. ^-ryy/vs, t°^yyA^ ^u-yyA-s. ^y^-^^yy/^s 
, ^y^-ryv/um, t°w/^m, t°y^J^m$:&ifz>z.btfx%z> 0 

[0035] r3~10M#^#^7 L n^^j^«, 

(2) SSrfflMfrrSIliC^-* iCDteV ^^(D^nj^^^u 

(3) g| tf 1 ^mjg^SrlJfeV >L2j@^"A/-^V >-Ct> £< , 

(4) M l^/^/H, ^vy^A-S^fcte^A-^A-SSri&v ^U3-fB^A/"ev > 

(5) ^^fcttziS^fc5^#J^©S^»Sr«!NcU ^fflteH-Sl^* 

r^y^/H, tw^—a^ t°ny ^/kS. t^y-^—A-g, t-£>-^a- 
7y*=/H, tV7v?-;i/g^ i^T^v^/vS, v^Tif tr i/y 

n[2. 2. i]^^f/H, ^-A-jfry—A^ f^;^y^;H, l, l-^^-y^ 
^■A'Jfcy—A^ ^-df-^>7— /H, t^t^-^S, 7^h7tKn^y/vS, T^tRat 0 

f-yy^/v^, ^ryy^/v^if^fetf^^o 

[0036] r3~10M#7f#^^n^^j (D^m^MtVXi^ T^P^;H, T Wv> 

-/v*. trny^/wSx t^yv^ws, r-ev-^A^ t^^v^A^ ^r-e* 
^-/i^y—A^ ^^^/i^y^/i^, i, l-v^^f-y^J-^eA^y— a^, 
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[0037] r4~10M#^#^^nii^j^«, 

(1) m&Mf$irz>m*<D mutjtv ^iomx&<9, 

(2) m&mf&'tzm^tp ki&v ^m^^um^^u 

(3) m^ izr.m&&&i?& ^2f0^-A,-ev >-ot> , 

(5) w-n^tci^m^xh^m^m^n^^MMu m^m^rr^m^ 

te, T^^/vm, t°ny^/vs. t^y^/vs, Tifv-^^/vS. ry^/vs 

, fc°^7v^/VS, v^Tlf^^/VS, ^Ty^^/um, x/T*F\fi/?u[_2. 2. 1]— 

^*y^;vS^ ^-^-^e/v^y^/vS, l, l-^b^y^^^e/i^y^/vS, ^~ 

[0038] r4~ioM#^#^^n^^:*j»03S^^!J^bT«, TWv^/vS, fny^ 
fc^yv^/i^ T if/-?-7k^, fc^v^/i^ i?TH/<^/vm, ^e/v^y 
^/vK, ^-tt/vfry^/v^ i, l-^df-y^^/k^y^/v^^h^tKnyy/v 

[0039] TC ^nT/V^/VC T/V^-;V^\t\t.^ ±M^WC T/V^/V^J 

3-10 1-6 1-6 

3-10 

#!l£LTf3:, ^yny°nt7vy^vv3£, i/^p^;Mf/H, ->yn^y^-/vy^W3£ 

, iyyp^^y/vy^vvS, ^yyp^y^/yy^/v^ yy^n^y^/vy^vvig, y^n 
y^/vy^-/v^, yyn^V/vy^/v^, tfyyn[2. 2. i]^:/^vyy^vv3£(y/yzK 
/v-yvy^/vs) , t^yyn[4. 4. o]^V/vy^/vs(^y/vy^S)^^^fetf^ 

[0040] rc ry— ;vc T;v^;vm\t\^ ±M^Wc T;v^;v^\^(DfeM(Oik 

6-10 1-6 1-6 

6-10 
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[0041] r5~ioM^t I Ty— ;vc T;v^;v^\tn^ ±M^Wc T/v*c/vm\^<D 

1-6 1-6 

*f*^!j^b-Cfi, ^/ky^/V^ fx=;^f;H, ^y,^^^ /f^yVy^y 

^-/vm, hVTy*V/p^/pm, TY^i/V/v^/v^ ^-tv^sv^/v^ t^yy/vy 
?-/v^ tt^/V/vy^/v^ 4V^r^y^;v^;v^ 4V^-Ty^;vy^-;vm, 

y^^/v^/vm, f-Tv ; 7> ? y/i/^f-;vs^ t^twy/Mf/H, t°y^/vy 
^/vs, t°7^^/Mf/H, tfyyv^/v^/i^ try^^/vy^/v-^ f>yr^~ 
yy/i^^vvS. ^-^-/vrc^/v^, t°ny/v^^-/v^, ^yyy/i^ 

hVTyy/v^/vm, Tb^v/^^m, ^-ryy/v^/vs, t^yy/v 
xf;n, ^-y-yy/v^^/i^ -fy^^yy/i^^vv^ -fy^ryy/v^^vv 
y^if x/i'xf/n, ^•Tv ? ryy/v^^/v^, ^^v^ryy/v^^yi^ t°y 

J?;Vxf;H, \£yV~JV^;Vm, t^V^/V^/l^ WKV—tV^/V^ 
[0042] r5~lOJt^vrt :I Ty w -/VC T/l^/l^J<D0jte»L-Cte:, ;7y/vy^/l^ 

1-6 

^a^/M^vi^ t: o ny/i^^vv^ -f^yy/vy^vv^ ^ryy/vy^v^ tr^ 
yy/vy^/i^ ^iJ-yy/vy^vi^ -ry^^yy/vy^vi^ -ry^ryy/vy^- 
t°y ^f/n, ey^v^vvy^w^ 7y/vxf/n, fxx/vxf/vi, 
t°ny/vrc^/v^, ^yvy/i^^ws. ^-ryy/v^^vus. t^yy/v^^ws. 
^u-yy/v^/vs, -ry^^yy/v^/vs. -ry^-ryy/v^^/vs. try s^/v 

[0043] r3~ioM#^#^— rngc rvv^vv^jM, _LfE5t^rc tvi^/vSj 

1-6 1-6 

fc^yv^/vy^Vi^ 7^/^;M^;vS, 7^-;W;H, 
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if/-?-/V^^/k^, 7^-;>xf;H, hV7v?-;kxf;H, ^Tif/^— /Ka^ 
i^7y*^xf;H, ^/l^y^/K^/l^ ^-^r^;V^V=-7V^;V^ 1 

, i-i^^y^;^/v^y^/i^^vi^ Jr^s7z=-}V^-*f-)v^ 

;Vxf/H, ^Tyy^/V^^-/VS^^/5^^^^o 
[0044] r3~10M#^#^^PmC T/l^/VSj^0Mft«bTte, Tif^^/V 

1-6 

^—/vy^VUS, v'Tif^^/M^vvS, ^/v^y— /v^^/v^, ^-^-^/v^y^/v^ 
^/^, ^h^tKn^y/v^^/vS, TWv^/V^/l^ t°ny^rvv^/v^ 

rc^-/^ x ^e/v^yx:/^rc^/^ N ^^-^e/V7jKy^^rc^/v^ N ^h^tKn^y/vrc^ 

[oo45] rc t/V3^^*j^«, jitE^arc T/v^/vmicD^mcmmm^^^ 

1-6 1-6 

^S(i-^>^>S), 2-^/V-2-7°n^v'S(t-7>drv'S), 1-^>^>S 
(n-7>^S), 2-^>^>S(s-^>^>S), 1 —<>-f-/l^-3->S, 2—^ 

2-^/V-2-^>^>^ 3-^/V-2-^>df-^S, 2, 2-vW 

t^^S, 2-^/V-l-^^/V^-drv'S, 
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^Vl^-3rv^ 3-^/V-3--^^VV^v^ 2, 3-i?^;V-l-y*y^y^ 
, 3, 3-i?^SV-l-7*h^i/m, 2, 2-^/V-l 
-•7*h*i/m, 3, 3-^^^-2-yh^ym, 2, 3-^^;V-2-^Y^mti: 

[0046] Tc T7V^7V^m\t\^ ±Ml£WC T/l^^J<D^i^MC^Ii!r 

1-6 1-6 

^vfcm^h^t^MMu Mcfamtvxte, ^/vttm. 1-^ 

^fV— 1 -^nt>f ^"S (i-^'f /V^S) % 2-^/V-2-7Vt:VV^-^-S(t 
- ^^-/v^-^rm) . l - ^/i^^S (n - zf^/v^-Jrm) , 2 - y^/^f-^rM (s - :/ 

^/V^Sh 1— 2-' O^VV^J-S. 3— O^/V^S, 2- 

^-^r^ 3-^;v-2-y*^-;v^-fr^ 2, 2--J^/v-\-y a n\f;v^-^r^ l- 

^^r^/V^-^-S, 2-^df-^/V^-^-S, 3-^^/V^-^-S, 2-^VV-l-^^ 

/v^^-S, 1 — <^/v^-^r^ 2- 

^/V-2-^>-^/V^^-S, 3-^/V-2-^^/V^^~S, 4-^/V-2-^ 
2-^/V-3-^^/V^^-^ N 3-^^/V^^-S, 

2, 3--j^/v-i-y^-/v^m. 3, 3-^^/p-i-y^/p^m, 2, 2.-*? 

^/p-l-y^/p^m. 2-^/v-i-y^/v^^ 3, 3-v^Vv-2- 

zf^yv^m, 2, 3-i?^/v-2-y*^/v^m?j:£^&lfbth% 0 

[0047] rc T;v^r^;v^r^m\t\^ ±MfeWc T?vy-^vm\<D^mKWmW. 
3-6 3-6 

y/v^-dr^S), 2-y^T^/^^ym, 3-y^^/^^>m, -<>T^^r^m 



[0048] rc T;vy-^;v^m\t\^ ±M^m^C 7;v^;Hj(Z)*St«tig^ 

3-6 3-6 

/^1^Lfc^;fc3^£;lcBfcU MmntVXn, MtfaMb^xn, 2-y°n^~;v 

^*m(TV/^3-m, 2-y^^u^m, 3-y^^^m, ^t^^ 

[0049] rc T/v^/vttismibtt., ±Ml£Wc T/u^/umi(D^m^mm 



3-6 



3-6 
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^^--/V^-ar^^, 3— ^^•^/Vc^S'l^ -^^-—/l^h^v^ ^^-/i^-df-v- 

[0050] rc T;v^~;v^m\t\t, _hfE^arc T/v^-/v&(D^^«^^- 

3-6 ~ 3-6 

[0051] rc i/?nT/v^i/m\b\^ ±MJ&m^C ^nT/^;Hj©*ffil:ii 

3-10 3-10 

h^r^S. -y^n^y^-;V^^y^ i/fn^^y/V^r^yM. i/?n^y°^-/V^r^y 
[0052] rc *y?xiT/V3c;Vttm\b\±,±MfeWC i/WT;V3c;vm\(D^mz- 

3-10 " 3-10 

v^n^vvv^-^ "y^n^ff-fV 

[0053] rc ry— 7^=3tv-Sj^«, -hlB^arc ry-z^jo^^^*^^ 

6-10 6-10 

[0054] rc ry-/v^Sj^fi. ±ta^arc ry-/vSj(D«^«^T-^^ 

6-10 6-10 

, r^u^u^m, ^7°#u~/i^$-m 

[0055] r5~ioM^7"nTy— /v^h^Sj _hts^^r5~ioM^^nTy— 

^3i-7v^-dr^s, trny/V'^vs, hyr^y/v^^s, ^ 

^yj-T^V/v^r^y^ yy-f^/v^ym, ^-T-yTv^)M^y^ tt-f- 
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VT^/V/Vtti/^ M'VV'/Vtt^^ M°yi/~/V3r^^ fc^^/V^v^ 

[0056] r5~ioM^t I Ty— Asf-tirSkibtt:* _hfS^^r5— loM^^^ry— /v-m](DM 

v^sy/i^x-m, ^■^v/^^m, 4yyr*-y-yy?v^i!r^ ^y^ryv/u 

f-^rm, 7?y~/isttr^ f-T^ryv^f-^rm, ^^ryv/^^rm, &Ji? 
/u^m, \?7i?~;v?-jrm, WffiS—Asttr^ n'V^^/^^rM, hyTv^/v 

m^i(DMm^mmm^^^f^x^^b^M^u Md^mtLxtt, m 

=3-i?^;V3r^m, yfnW^/Vtt*/^ t^y^/V^-df-^S^ T1is<~/Mtti/ 
^ Ty%^/Vtti/m, \f^yiy^;v^r^m, itT-Hs^/Vtt^m, i?Ty%^ 
^t^r^l, ^e/v^y^/v^-^rv^S, /v^y^/v^r^ym, i, l— swp-y^- 
;^/i^y— ^-fe^/M-arv-K. ^h^tK^y/v^v^, ^9fc 

[0058] r4~ioM#^#^^n^^j^^, _hfE^ar4~ioM#^#«^t 1 ^ 

^mi<DMmzmnm^ffi&vfcmx&z^b&mf&u MtftMtvx^ 

^/V^S. t^^v^/V^^ ^TifV^^/V^S, ^/*=;l^ftS, ^ 

[0059] r^ey-c T/v^/vT^y^j^}*. T^y^^oi^o^K^M^-^ _hfas^rc 

1-6 1 

-6 
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/V7^i(s-7^;V7^S), i-^o^-svT^ym, 2— ^^vvr^y^ 3-^ 
y^f-;vr^/^ 2-^;v-i-^/vt^/^ 3 - ^f-)V - 1 - y^VVT^y 2 
-^;v-2-y^;vr^J^ 3-^;v-2-7^;vT5ya, 2, 2-vW/v-l 
-y°ut°/VT^y^ l-^is/VT^SM. 

2-^/k-l-^^/VT^yK, 3-^/k-l-^^/VT^yK, 4-^ 
— O^/PT^y^ 2-^/V-2 — O^/VT^/m, 3~^JV~2 — O 

3-^/V-3-^<^/VT^ym, 2, 3-i/^/V-l-y^/VT^/M, 3, 3-v>y 
^-;v-i-y^;VT^/m, 2, 2-v J ^/v-l-^/VT5/S, 1- 
-ff-fVT^J^ 3, 3-v ? ^/V-2-^/VT5/S, 2, 3— 

[0060] r^ey-c ^nr/v^/iyr^y^j t^/S^^i^^tK^J^^St, -bias 
3-10 

3-10 

T^jm. ^^n7'f;V75yS, ^n^>-^/VT^7S, ^n^^T^yS, 9 s9 

[0061] r^ey-c ry— /vr^y^j^^, T^yK^»i{@®7K^j^^, _h?ES^rc 

6-10 6 

ry— /i^j-egmu^2r;t9feu Mi^mtvx^ y^/vy^y*. i-i-y 

-10 

^/vr^y*. 2-y-y^/v-r^/m, -of^vr*;^ yxv^/vr^y^ 

^^/VT57S, t°ny/UT*jm, 4^7V^T^m, bVT^V^T^/m 

, Thyv*v/pT^/m, ^TVy/vrs:/^ t°7^y/vT5/s, ^f-yy/vT^ys, 
-fy^^y/iyr^y^, ^y^TVy/iyr^y^ yy^f — /Kr^y^, ^T^TVy/v 
r^ys, ^iJ-^TVy/Kr^y^ t°y vVvy^ys, t^^/vr^ys, fc°y^v^ 
zvy^y^ tfy^^/vr^ys, byr^/vT^y^^^^if e>n§ 0 
[0063] r^ey-5~ioM— ^^ry— /vT^y&cD^ig^^LT^, yy/KT^y^ ^ 
-/vT^y^, t°ciy/kT^yx, -r^vy/^r^y^ ^-TVy/vr^y^ twy/vr 
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^ym, tty-yv/vr^ym, ^y^^-yv/^r^ym, ^y^-ryv^r^ym, w*? 
[0064] r^ey-4~ioM#^#^^n#T^7Sj^«, T*ymrp(Dim<v7kmm^-&. 

ym, ry^^r^ym, K°^7i?^T^ym, i?TH/<~/uT^ym, v-ry^^v 
r^/m, ^;v^)^;vr^/m. ^-^;v^)^;vT^/m. i, i-^^y^-^/v 

[0065] r^/-4~lOM#^#^^n^T5/Sj(D0jlW!l^LT«, tfnyv^/VT^ 

T^ys, ^/^v-^T^ym, ^j^e/v*y~/Kr$/^ ^h^tKn^y/vr^/S 
[0066] r^-c T;v^;vr^y^\t\^ r^y^^m^mw^^. ^ti^tim—v 

1-6 

1-6 

X, N, N-^-i-^P^/W/S, N, N-^-n-^'f/VT^S, N, N-v>-i 

-zf^/vr^ym, n, n-^-s-^^vkt^/S, n, N-^-t-y^/ur^ym. 

N-^/VT5/S, N-s-^;V-N-^/vr^S, N-t-^^/V-N-^ 

[oo67] j^Tt-, -hie— ^(i)-e^tb5, *mmzmzit&m£tei-fz>&wMM£^ 

[0068] [R 1 ©^^] 
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1-6 

T/V+r^/V^ C T/V^/vm, C Z/?nT/V3c/V^ C TV— 5 

3-6 3-6 3-10 6-10 

R^MWd^L-c^, 
Mb5] 

< z J) b <'"> 

1-6 

m&irZo )^mt5th&m%mMi-%o )xm&thz>m(tz.tz:u ±m&(xo&£x&:(x 

1-6 

1-6 

Wb7] 

< iv > 

CCT. i^v>L3<DS#:^#^-r§o z 1 ^ fifmnc^ 

1-6 

, rtmmmm a ^tz.^rmm^:mmb^hm^^mmm^vxi^xh^\ )x 
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wis-i-^/um, T^o-i-^/vm, t^v'y-i-^/H, v'r^v-^-i 

1-6 

1-6 

y-3-^/V^ t°-<yv ? ^-4-^/V^fc^h7t:Ki3t:°7^-4— l7vK£rE* 
-T5o fcfcU R llf », TfEmm^d^^SfmSg^^L-CV^-C^iV^ )X* 

rt>j:v\ )i£fcte5£-NR ll8 R llh (5£^ R lle n, T^mm^tin^^m^M^i' 

3 0 R llh », n-7°tt°/l-m, n-7'f;H, fc°ny^-3--|7l^ t°^y>V-3- 
-l7l^ t°^yv ? ^-4-^^fc{i^h^tKnt°9^-4--r/VK^#*-t-^o f' 
fcU R llh te, TIB«m^f^^M^tb5«m^S:*b-CV>-CfeJ;v> 0 )xm$ti% 

R^mz.m-mteMtvxte, rw^-i-^m, ^tiv^>-i-4/^m, t° 

3 

-zf^m, t°ny^-3--f/vs^fc«t°-<y> ? ^-4--r7vs^*i-5o fcfc 

■So 

R 1 <Dmh0M^mtL^X^ Tff^-l-^/H, fc°nyvV-i--f7^ 
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i — ivi^ ^-n(ch )R llj (^:^,R lli »^ i-^/^t o ^yv ? ^-4--r/v*^ 

3 

l«»iS?rtt5txyi;y-i-^^di^-N(CH )R llk 0CT, R llk 

3 

tt, i-^/nf-^y^-4-> T/vS, i-^/M^yvV-4— T/vS. 3-(^ 
^/VT^/)^nt°/VS*fc(il- [2- (^^/VT5/)^/K]t 0 ^yvV-4-^7V 

4- t°ny^v- 1 — r/v-tr-^y-^v- 1 -- 17«, 4- [ (>W/vt^)^/v] 
tr^y^-i — o^m. 4-r^^-i-4^°^v^-i — ovm, 4-[3- 
(it^/vr^s) r-WvV- i-^7Kifc°^y vv- 4- (4-^^vm^ 

7^y-i- -f/v) t°^y - i - -r^x, 4 - ( i - ^ ^vwt^y v - 4 - -r/v) t° 

4- (v^/VT^y) t°^y^^- 1 — fVV^ 4- (TiftH^-- 1 -^Vl^A-) 

t°-<y vV- 1 -^/vs. 4- (t°ay w- 1 — r/vy^/v) tr^y 1 — f/v^ ( 

3S) -3 - (v ? y^-/VT57)t°tiyv?^-i-^/vS, (3R) -3 - ( ^f;V7^) t°n 

y^v-i — r/vs, rffv?y-i-«, t°nyvV-i-^7vs, ^e/v^y^- 

4-^/Vt°-<7v ? ^-l— T/VS, 3-tKt2^v-TW^-l--f/V 
1, 3'-t*Tif^-vV-l'-^yvS, 3-(tKndr^^-/V)Tif^-v ? ^-l-^r 
3- (^f/VT^Tff^-l-^H, 3-[(vW/KT5/M^/V]T 
WvV-l— |7l^ 4-tK^^>'t 0 ^yv ; >'-l — f/VS, 4- (fcKndf>^/V) 
t^y^-l-^/^, (3R)-3-fcKndr^t°£2yv^-l-^/l^ (3S)-3-t 
Kn^tfny v?^- 1 -^|7l^ 3- (T if ^vV- 1 — f/k^/k) T WvV- 1 - 
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, [3- (*?*3-;VTKS) ^ntVv] C*?vv) T^7S*fc«{ 1 - [2- (vW/VT57) 
[0069] [«»a(D#a] 

[0070] [g^^?¥b(D#a] 

1-6 2-6 2-6 3-10 

^ot;^/H, c ry— /vs. 5~ioM^nry— /H, 3~ioM#t^#J£ 

6-10 

-TPiS;l,C T/V^v'S.C T/V^/V^v^S, C T tVZr—tVUrZr 

1-6 3-6 3-6 

C i/^PT/^^I, C Ty—/V$r3cx/M, 5~ioM-^^nTy— /v^- 

3-10 6-10 

3rv^ 4~10l^fi^Tng^yS, C TA^A^*^ C T/V-^~ 

1-6 3-6 

/v^s, c 77^— /^m-s, c ^n7;^/vfts,c ry— /v^- 

3-6 3-10 6-10 

1-6 

T 2 {3, %/P7$=- ^/v~7^^/v^ 5£-c(=o) -o-^^fi 

^-o-c(=o)--e^$tL^, s£-so -o--eii£tL§^ ^-o-s 

2 

o -^m&nzM, ^-NR T1 -^m&thZ>M. ^-c(=o -NR T1 --e^£tv5 

2 

^-NR T1 -c(=o)--e^$tL5S. s£-so -NR T1 -7^£tL3S*fcte: 

2 

^-nr t1 -so -^m£tiz>m&mMi-%o 

2 

T 3 ^^^^, C T/V*r;vm, C T/V^/VS, C T/V^/VS, C 

1-6 3-6 3-6 3-10 

6-10 

1-6 



WO 2007/023768 



35 



PCT/JP2006/316331 



[0071] [t^SScOti] 

i»cii, /M^yyg^, Tkmm, ^/v^^hs, ^r/m, 

C T/V3VV^ C 7;^;H, C T/V^—/!^ C ^nT/V3VV^ 

1-6 2-6 2-6 3-10 



c ry— 5~iom^- 

6-10 1 
-6 1-6 1-6 1-6 

[0072] m&Mm&nnma 

c T/i^r/vS, c y^nT;v^;H, c T/v^^S. T^/m, ^ey-c 

1-6 3-10 1-6 

T/V^/VT^/^ iy-C T/V^/VT^/^ Tif^-v^/vS, fc^yv^/vS. 

1-6 1-6 

1-6 3-10 

1-6 1-6 

1-6 

1-6 1-6 

[0073] mm^me(DMm'] 
[0074] mmmmf<Dmm~] 

, ^n^/VT^y^ Tif^-v^/vS, t°ny^/v^^o im^^-,^^^ 
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[0075] [tHS»g©ti] 

usigft, v^/isT^m, TH7-i>~/vm, M°nyi?^;vm, M^w^vm 
[oo76] m^Mms-icoMM] 

i»g-i(t, Tif^v^/vS. t°ny^/va, t^y^/vm, \?s<7i?-;v 

[0077] [gm^l¥g-2<7)^a] 

«»g-2«, xK^S, yh^ri^ tKn^y^/V^J^Vy^VVT^yTi? 

[0078] [tisiholi] 

g$IKI¥hte, vW/v-r^y^ v^^/vr^y^ vW/vr^y^/^ 

[0079] [R^it^R 3 ^^^] 

R 2 33J;-tm 3 te, y^mW.^mM-r^o 
[0080] [r\ R 5 , R^itFR 7 ^^^] 

hy^/V^ny^VUS, C T/V^r/V^, C T/V^~/V^ C T/V^r— 

1-6 2-6 2-6 

1-6 1-6 1-6 

T^yS, ^-CO-R 12 (^^, R 12 «, **J®H\ TK^S, C C T 

1-6 1-6 
1-6 1-6 
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1-6 

1-6 

1-6 

r\ r 5 , R e &£TiR 7 (D£h{mm?mtvx^ y^mm^ y^mm^ m.mm* 

Wb8] 




am 
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[0081] [R 8 (D^a] 

1-6 

[0082] [R 9 (£>lc^] 

&&-nr&n, i>*r>m#mtt*^ ^^mx\^h<7)icm^)^fci&-NR lla 
R llb (^:^, R lla *3j;rm llb {*. ±mfemtmmm&nmirz>)xm&fri%mxmtsti 

1-6 3-10 

r^ys, ^ey-c ry— /vt^/S, ^ey - 5~ loM^^ry — A-r^y^^ra: 

6-10 

Maitt'fe±mm^mfrhm^n&mM&&^L'X\ ^xhx\ \ ) » 

R 9 (Di«903l^#(|^LT{*, ^ey-c iyynT/v^/vT^y^f'^^y-c 

3-10 6-10 

R 9 (D£biz.&mtf:Mtvxfe, ^ey-c ^ynT/^/vr^y^fcfi^ey-c 

3-10 6-1 

0 

WLTV^-obJ;i\ ) 0 

1-6 1-6 
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[0083] [n(DMB'] 

nit, lt&^2<DM%c&MM1r% 0 

[0084] txcoMBl 

xts, 5£-c(r 10 ) = (^^K r 10 {*. Tjamm*. /^y>m*. isrsm. c T/v 

1-6 

3f/V^ C T/V^rrv^ C T/U^/um, S]-CO-R 12 (^^, R 12 ^. _hfE 

2-6 2-6 

sa^i^#»#*i-§o )-c*$tvss^#*i-^o )^£ft5£*;fcr±£#JDiC 
x.<D&mteMbvxi±, 5£-c(R 10a ) = R 10a te. **Jj§c^\ ^p^lf* 

[0085] — ^(1) lC*3it50*UVvfb^fcL-C, ^Kffra^te&ttS-hfBR 1 , R 2 , R 3 , R 

\ r\ r\ r\ r\ r\ xtexxfncD&mm&myiu *titb&&mz.m&&t> j &ft 

[0086] — tB&Q) K&tf&k&m&MtftMXUXH:, mMmiZf£M<&4k&Vo<Dm\ £1 

(1) N— (4— {[2— ({ [(1 — ethylpiperidin — 4— yl) (methyl) amino] carbonyl} 
amino) pyridin— 4— yl]oxy} — 2 — fluorophenyl) — N' — (4 — fluorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide^ 

(2) N — (4— {[2— ({[(1 — ethylpiperidin — 4 — yl) (methyl) amino] carbonyl } 
amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluorophenyl) cyclopropane 
— 1 , 1 — die arb oxamide N 

( 3) N - { 2 - f luoro — 4— [(2— {[(4— methyl —1,4- diazepan - 1 — yl) carbo 
nyl] amino} pyridin— 4— yl)oxy] phenyl} — N' — (4 — fluorophenyl) eye lopro 
pane — 1, 1 — dicarboxamide N 

(4) N- (4 -fluorophenyl) — N' — {2 — fluoro — 4— [(2— { [ (3 — pyrrolidin — 
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1 — ylazetidin— 1 — yl) carbonyl] amino }pyridin — 4 — yl) oxy] phenyl }cyclopr 
opane — 1 , 1 — dicarboxamide^ 

( 5) N — { 2 — f luoro — 4— [(2— {[(4 — methylpiperazin — 1 — yl) carbonyl] ami 
no}pyridin — 4 — yl) oxy] phenyl} — N' — (4 — fluorophenyl) cyclopropane — 1 
, 1 —dicarboxamide^ 

(6) N — [4— ({2— [({4— [2 — (dimethylamino) ethyl] —1,4 — diazepan - 1 
— yl}carbonyl) amino ]pyridin— 4— yl}oxy) — 2 — fluorophenyl] — N* — phen 
ylcyclopropane — 1 , 1 — dicarboxamide N 

(7) N— (4— {[2 — ({[3 — (dimethylamino)azetidin— 1— yl] carbonyl} amino 
)pyridin — 4— yl]oxy} — 2 — fluorophenyl) — N' — (4 — fluorophenyl) cyclopr 
opane — 1 , 1 — dicarboxamide ^ 

(8) N— (4— {[2— ({[3— (dimethylamino) azetidin— 1 — yl] carbonyl} amino 
)pyridin — 4— yl] oxy} phenyl) — N* — (4 — fluorophenyl) cyclopropane— 1, 1 

— dicarboxamide » 

(9) N— (4— {[2 — ({[3 — (dimethy lamino) azetidin— 1—yl] carbonyl} amino 
)pyridin — 4— yl]oxy} — 2 — fluorophenyl) — N' — phenylcyclopropane — 1, 1 

— dicarboxamide ^ 

( 1 0) N - [ 2 - f luoro - 4 - ( { 2 - [ ( { methyl [ 1 - ( 1 - methylazetidin - 3 - yl) p 
iperidin — 4 — yl] amino } carbonyl) amino ] pyridin — 4 — yl } oxy) phenyl] — N ' 

— phenylcyclopropane — 1, 1 — dicarboxamide^ 

( 1 1 ) N — ( 2 — f luoro — 4— {[2— ({[4— (1— methylazetidin — 3 — yl) piperazin 

— 1—yl] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N* — phenylcyclop 
ropane — 1 , 1 — dicarboxamide % 

(12) N— (4 -fluorophenyl) — N' — (4— {[2— ({[4 — (1 -methylazetidin- 3 
— yl) piperazin — 1 — yl] carbonyl } amino) pyridin — 4 — yl] oxy } phenyl) cyclop 
ropane — 1 , 1 — dicarboxamide^ 

( 1 3 ) N — ( 2 — f luoro — 4— {[2— ({[(1— me thylpip eridin — 4 — y 1) amino ] carb 
onyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluorophenyl) cyclopr 
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opane — 1 , 1 — dicarboxamide^ 

( 1 4) N - { 2 - f luoro - 4 - [ ( 2 - { [ (4 - hydroxy -1,4'- bipiperidin - 1 9 - yl 
)carbonyl] amino }pyridin — 4— yl) oxy]phenyl} — N' — phenylcyclopropane 

— 1 , 1 — dicarboxamide^ 

(15) N- (4-{[2— ({[{1 — [3— (dimethylamino) propyl] piperidin — 4- yl} ( 
methyl) amino] carbonyl} amino) pyridin— 4 — yl]oxy} — 2 — f luorophenyl) — 
N 9 — phenylcyclopropane — 1 , 1 — dicarboxamide^ 

(16) N— (4— {[2— ({ [ (3 — azetidin— 1— ylpropyl) (methyl) amino] carbonyl 
} amino) pyridin — 4— yl]oxy} — 2 — f luorophenyl) — N' — (4 — f luorophenyl) 
cyclopropane — 1 , 1 — dicarboxamide^ 

( 1 7) N — ( 2 — f luoro — 4 — { [ 2 — ( { [methyl ( 3 — pyrrolidin — 1 — ylpropyl) ami 
no] carbonyl} amino) pyridin — 4 — yl]oxy} phenyl) — N' — (4 — f luorophenyl) 
cyclopropane — 1 , 1 — dicarboxamide^ 

(18) N— (4— { [2— ({ [[3— (dimethylamino) propyl] (methyl) amino] carbon 
yl} amino) pyridin — 4 — yl]oxy} — 2 — f luorophenyl) — N' — (4 — f luorophenyl 
) cyclopropane — 1 , 1 — dicarboxamide^ 

(19) N— (2 — fluoro — 4— {[2— ({ [methyl (4 — pyrrolidin— 1—ylbutyl) amin 
o] carbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N* — phenylcyclopropan 
e — 1, 1 — dicarboxamide^ 

(20) N— [2 — fluoro — 4— ({2 — [ (morpholin— 4— ylcarbonyl) amino] pyridin 

— 4— yl}oxy) phenyl] — N' — (4 — f luorophenyl) cyclopropane— 1, 1— dicar 
boxamide^ 

( 2 1 ) N — [4— ({2 — [ (azetidin — 1 — ylcarbonyl) amino ] pyridin — 4 — yl } oxy) 

— 2 — f luorophenyl] — N ' — (4 — f luorophenyl) cyclopropane — 1 , 1 — dicarbo 
xamide N 

(22) N— (2 — fluoro — 4— {[2— ({ [methyl (3 — morpholin -4 -ylpropyl) ami 
no] carbonyl} amino) pyridin — 4 — yl] oxy} phenyl) — N' — (4 — f luorophenyl) 
cyclopropane — 1 , 1 — dicarboxamide^ 
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( 2 3 ) N - [ 2 - f luoro - 4 - ( { 2 — [ ( { methyl [ 3 — (4 - methylpiperazin — 1 - yl) 
propyl] amino }carbonyl) amino] pyridin — 4— yl}oxy) phenyl] — N* — (4 — flu 
orophenyl) cyclopropane — 1 , 1 — die arb oxamide^ 

(24) N- (4-fluorophenyl) — N' — [2 — fluoro — 4 — ({2 — [ (pyrrolidin— 1 — 
ylcarbonyl) amino] pyridin— 4 —yl} oxy) phenyl] cyclopropane — 1 , 1 — dicar 
boxamide^ 

(25) N— (2 — fluoro — 4— {[2— ({ [methyl (l—methy lpiperidin — 4— yl) ami 
no] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — 2 — thienylcyclopr 
opane — 1 , 1 — dicarboxamide^ 

(26) N— (2 — fluoro — 4— {[2— ({ [methyl (l—methy lpiperidin — 4— yl) ami 
no] carbonyl} amino) pyridin — 4 — yl] oxy} phenyl) — N* — 1, 3 — thiazol — 2 — 
ylcyclopropane — 1 , 1 — dicarboxamide^ 

(27) N— (2 — fluoro — 4— {[2— ({ [methyl (l—methy lpiperidin — 4— yl) ami 
no] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (5 — methylisoxaz 
ol — 3— yl) cyclopropane — 1, 1 — dicarboxamide^ 

(28) N— (2 — fluoro — 4— {[2— ({ [methyl (l—methy lpiperidin — 4— yl) ami 
no] carbonyl} amino) pyridin — 4 — yl] oxy} phenyl) — N' — (3 — methylisoxaz 
ol — 5 — yl) cyclopropane— 1, 1 —die arb oxamide^ 

( 29) N — { 2 — fluoro — 4— [(2— {[(4 — hydroxypiperidin — 1 — yl) carbonyl] a 
mino}pyridin — 4— yl) oxy]phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — die arb oxamide^ 

( 30) N — { 2 — fluoro — 4— [(2— {[(4 — methoxypiperidin — 1 — yl) carbonyl] a 
mino}pyridin — 4— yl) oxy ] phenyl} — N* — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — die ar b oxamide ^ 

( 3 1 ) N - { 2 - fluoro — 4— [(2— {[(3 — hydroxyazetidin - 1 - yl) carbonyl] a 
mino}pyridin — 4— yl) oxy ] phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — die arb oxamide % 

( 3 2 ) N — { 2 — fluoro — 4— [(2— {[(3 — methoxy azetidin — 1 — yl) carbonyl] a 
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mino}pyridin— 4— yl) oxy]phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(33) N— (2-fluoro-4-{[2— ({ [ (2-methoxyethyl) (methyl) amino] carb 
onyl} amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluorophenyl) cyclopr 
opane — 1 , 1 — dicarboxamide^ 

(34) N- (2-fluoro-4-{[2 — ({[4- (3 — hydroxyazetidin— 1— yDpiperidi 
n— l—yl]carbonyl } amino) pyridin— 4— yl]oxy} phenyl) — N' — (4 — fluorop 
henyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(35) N— (2 — fluoro — 4— {[2— ({ [methyl (tetrahydro — 2H — pyran — 4— yl) 
amino] carbonyl} amino) pyridin — 4 — yl]oxy} phenyl) — N* — (4 — fluorophe 
nyl) cyclopropane — 1 , 1 — dicarboxamide^ 

( 3 6 ) N - ( 2 - fluoro - 4 - { [ 2 — ( { [methyl ( 1 — methylpiperidin - 3 - yl) ami 
no] carbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N* — (4 — fluorophenyl) 
cyclopropane — 1 , 1 — dicarboxamide^ 

(37) N- [4- ({2 - [({3- [(dimethylamino) methyl] piperidin-l-yl} carb 
onyl) amino] pyridin — 4— yl}oxy) phenyl] — N' — (4 — fluorophenyl) cyclopr 
opane — 1 , 1 — dicarboxamide^ 

(38) N— [4— ({2— [({3— [(dimethylamino) methyl] pyrrolidin— 1— yl}carb 
onyl) amino ] pyridin — 4— yl}oxy) —2 — fluorophenyl] — N* — (4 — fluorophe 
nyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(39) N— (2 — fluoro — 4— {[2— ({ [methyl (1—methy lpyrrolidin— 3— yl) ami 
no] carbonyl } amino) pyridin — 4 — yl]oxy} phenyl) — N' — (4 — fluorophenyl) 
cyclopropane — 1 , 1 — dicarboxamide^ 

(40) N — { 2 — fluoro — 4— [(2— {[(3 — hydroxypyrrolidin — 1 — yl) carbonyl] 
amino} pyridin — 4— yl) oxy]phenyl} — N* — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(4 1 ) N — { 2 — fluoro — 4— [(2— {[(3 — methoxypyrrolidin — 1 — yl) carbonyl] 
amino} pyridin — 4 — yl) oxy]phenyl} — N* — (4 — fluorophenyl) cyclopropane 
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— 1 , 1 — dicarboxamide % 

(42) N — { 4 — [ ( 2 — {[(3, 4 — dihydroxypyrrolidin — 1 — yl) carbonyl] amino } 
pyridin — 4— yl) oxy] — 2 — fluorophenyl} — N' — (4 — f luorophenyl) cyclopro 
pane — 1, 1 — dicarboxamide^ 

(4 3 ) N — { 2 — f luoro — 4 — [(2 — {[(3 — hydroxy — 4 — methoxypyrr olidin — 1 

— yl) carbonyl] amino} pyridin — 4 — yl) oxy]phenyl} — N* — (4 — fluoropheny 
1) cyclopropane — 1 , 1 — dicarboxamide^ 

(44) N— {4— [(2— {[(3, 4 — dimethoxypyrrolidin— 1 — yl) carbonyl] amino} 
pyridin — 4 — yl) oxy] —2 — fluorophenyl} — N' — (4 — fluorophenyl) cyclopro 
pane — 1 , 1 — dicarboxamide^ 

(45) N — { 2 — f luoro — 4— [(2— {[(3 — hydroxypiperidin — 1 — yl) carbonyl] a 
mino}pyridin — 4— yl) oxy]phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(46) N— {2 — f luoro — 4— [ (2 — { [ (3 — methoxypiperidin— 1 — yl) carbonyl] a 
mino}pyridin — 4— yl) oxy ] phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(47) N— (4— {[2— ({[3— ( dime thy lamino) pip eridin— 1— yl] carbonyl} ami 
no)pyridin — 4 — yl] oxy} — 2 — fluorophenyl) — N* — (4 — fluorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide 

[0087] fctetf%fc^<D£mm?mm<ib^xi^ KirK^ir^m^M 

(1) N — [4 — ({2 — [({4 — [2 — (Dimethy lamino) ethyl] piperazin—l—yl} car 
bonyl) amino] pyridin — 4 — yl} oxy) — 2 — fluorophenyl] — N' — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide ^ 

( 2) N - ( 2 — Fluoro - 4 - { [ 2 — ( { [methyl ( 1 — methylpiperidin - 4 - yl) amin 
o] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide ^ 

( 3) N - (4 - Fluorophenyl) - N * - { 2 - fluoro - 4 - [ ( 2 - { [ (4 - pyrrolidin - 
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1 — ylpiperidin— 1 — yl) carbonyl] amino }pyridin — 4 — yl) oxy] phenyl} cyclop 
ropane — 1 , 1 — dicarboxamide^ 

(4) N— [4— ({2 — [({4— [ (Dime thy lamino) methyl] piperidin— 1— yl}carbo 
nyl) amino] pyridin— 4— yl}oxy) — 2 — fluoro phenyl] — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(5) N— {4 — [(2 — {[ (4— Azetidin— 1 — ylpiperidin — 1 — yl) carbonyl] amino } 
pyridin — 4 — yl) oxy] — 2 — f luorophenyl } — N ' — (4 — f luorophenyl) cyclopro 
pane — 1 , 1 — dicarboxamide^ 

(6) N— [4— ({2— [({4— [3— (Dimethy lamino) azetidin— 1—yl] piperidin — 
1— yl} carbonyl) amino] pyridin — 4— yl}oxy) — 2 — f luorophenyl] — N' — (4 

— f luorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(7) N— (2 — Fluoro — 4— { [2— ({[4— (4 — methylpiperazin— 1— yDpiperidi 
n— 1—yl] carbonyl} amino) pyridin— 4— yl] oxy} phenyl) — N' — (4 — fluorop 
henyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(8) N— (2 — Fluoro — 4— {[2— ({[4— (1 — methylpiperidin — 4— yDpiperazi 
n— 1—yl] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluorop 
henyl) cyclopropane — 1 , 1 — dicarboxamide N 

(9) N— (2 — Fluoro — 4— {[2— ({[4— (1— methylazetidin— 3— yDpiperazin 

— 1—yl] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N* — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(10) N— (4— {[2 — ({[4— (Dime thy lamino) piperidin— 1—yl] carbonyl} ami 
no)pyridin — 4 — yl] oxy} — 2 — f luorophenyl) — N* — (4 — f luorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide^ 

(11) N— (4— {[2 — ({[4— (Azetidin— 1—ylmethyl) piperidin— 1—yl] carbo 
nyl} amino) pyridin— 4— yl] oxy} — 2 — f luorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(12) N— (4-Fluorophenyl) — N* - (2 — fluoro — 4— { [2- ({[4- (pyrrolidin 

— 1 — ylmethyl) piperidin — 1 — yl] carbonyl } amino) pyridin — 4 — yl] oxy } phe 
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nyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(13) N-(4-{[2-({[(3S)-3 - (Dimethylamino)pyrrolidin-l-yl]carbo 
nyl} amino) pyridin — 4— yl]oxy} — 2 — fluorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(14) N- (4— {[2— ({[(3R) -3- (Dimethylamino)pyrrolidin-l-yl]carbo 
nyl} amino) pyridin— 4— yl]oxy} — 2 — fluorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(15) N— (2 — Fluoro — 4— {[2— ({ [methyl (1— methy lpiperidin — 4— yl) ami 
no] carbonyl} amino) pyridin — 4 — yl]oxy} phenyl) — N' — phenylcyclopropa 
ne — 1 , 1 — dicarboxamide » 

(16) N— (2 — Fluoro — 4— {[2— ({[4— (4 — methylpiperazin— 1— yl)piperid 
in— 1— yl] carbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N* — phenylcycl 
opropane — 1 , 1 — dicarboxamide^ 

(17) N — [4— ({2— [({4— [3 — (Dimethylamino)azetidin-l-yl]piperidin 

— 1— yl} carbonyl) amino] pyridin — 4— yl}oxy) —2 — fluorophenyl] — N' — p 
henylcyclopropane — 1 , 1 — dicarboxamide^ 

(18) N— (4— {[2— ({[(1— Ethylpiperidin — 4— yl) (methyl) amino] carbony 
1} amino) pyridin — 4— yl]oxy} —2 — fluorophenyl) — N* —phenylcyclopropa 
ne— 1, 1 —dicarboxamide ^ 

( 1 9) N — [4— ({2 — [ (Azetidin — 1 — ylcarbonyl) amino] pyridin — 4 — yl} oxy) 

— 2 — fluorophenyl] — N ' — (4 — fluorophenyl) cyclopropane — 1 , 1 — dicarbo 
xamide^ 

(20) N- (4 -Fluorophenyl) — N' - [2 -fluoro -4- ({2 — [(pyrrolidin — 1 — 
ylcarbonyl) amino] pyridin— 4 —yl} oxy) phenyl] cyclopropane — 1 , 1 — dicar 
boxamide^ 

( 2 1 ) N - { 2 - Fluoro — 4— [(2— {[(3 — hydroxyazetidin - 1 - yl) carbonyl] a 
mino } pyridin — 4— yl) oxy ] phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 
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(2 2) N — [4— ({2— [(1, 3' — Biazetidin— 1' — ylcarbonyl) amino] pyridin — 4 
— yl}oxy) — 2 — fluorophenyl] — N* — (4 — fluorophenyl) cyclopropane— 1, 1 

— dicarboxamide ^ 

(23) N— (2-Fluoro-4-{[2- ({[3— (hydroxymethyl) azetidin— 1 — yl]ca 
rbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide^ 

(24) N— (4— {[2 — ({[3 — (Dimethy lamino) azetidin— l—yl]carbonyl}amin 
o)pyridin— 4— yl]oxy} —2 — fluorophenyl) — N* — (4 — fluorophenyl) cyclop 
ropane — 1 , 1 — dicarboxamide ^ 

(25) N— [4— ({2 — [({3— [(Dimethylamino) methyl] azetidin— 1— yl}carbo 
nyl) amino] pyridin— 4— yl}oxy) —2 — fluorophenyl] — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide N 

(26) N — {2 — Fluoro — 4— [ (2 — { [ (4 — hydroxypiperidin— 1 — yl) carbonyl]a 
mino } pyridin— 4— yl) oxy] phenyl } —N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(27) N— (2 — Fluoro — 4— {[2— ({[4— (hydroxymethyl) piperidin— 1— yl]c 
arbonyl lamino) pyridin — 4— yl]oxy} phenyl) — N* — (4 — fluorophenyl) cycl 
opropane — 1 , 1 — dicarboxamide^ 

(28) N- (2-Fluoro-4-{[2 - ({[(3R) -3-hydroxypyrrolidin-l-yl]ca 
rbonyl} amino) pyridin — 4 — yl]oxy} phenyl) — N' — (4 — fluorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide^ 

( 2 9 ) N - ( 2 - Fluoro — 4 — { [ 2 — ( { [ ( 3 S ) — 3 — hy dr oxy pyrr olidin - 1 - yl] car 
bonyl} amino) pyridin — 4 — yl]oxy} phenyl) — N* — (4 — fluorophenyl) cyclop 
ropane — 1 , 1 — dicarboxamide^ 

(30) N— [4— ({2 — [(Azetidin— 1— ylcarbonyl) amino] pyridin — 4— yl} oxy) 

— 2, 5 — dif luorophenyl] — N ' — (4 — fluorophenyl) cyclopropane — 1 , 1 — die 
arboxamide^ 

( 3 1 ) N - { 2 , 5 - Dif luoro — 4 — [ ( 2 — {[(3 — hydroxy azetidin - 1 - yl) carbon 
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yl] amino } pyridin — 4 — yl) oxy ] phenyl } — N ' — (4 — f luorophenyl) cycloprop 
ane — 1 , 1 — dicarboxamide^ 

(32) N- (2, 5-Difluoro-4-{[2- ({[4- (4-methylpiperazin-l-yl)pi 
peridin— 1— yl]carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fl 
uorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(33) N— [2, 5-Difluoro-4- ({2- [ ({3- [ (dimethylamino) methyl] azeti 
din— 1 — yl}carbonyl) amino] pyridin — 4— yl} oxy) phenyl] — N* — (4 — fluoro 
phenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(34) N— (2, 5 — Difluoro — 4— {[2— ({ [methyl (1 — methylpiperidin — 4 — yl 
) amino] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(35) N— {4 — [ (2 — { [3— (Azetidin— 1 — ylmethyl) azetidin— 1 — ylcarbonyl 
] amino } pyridin — 4— yl) oxy] —2, 5 — dif luorophenyl} — N' — (4 — fluorophe 
nyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(36) N— (2, 5-Difluoro-4-{[2- ({[3- (hydroxymethyl) azetidin- 1 — y 
1] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — f luorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide^ 

( 3 7) N — { 2 , 5 — Difluoro — 4 — [ (4 — { [ ( 3 — hydroxy azetidin — 1 — yl) carbon 
yl] amino } pyrimidin — 6 — yl) oxy] phenyl } — N ' — (4 — f luorophenyl) cyclopr 
opane — 1 , 1 — dicarboxamide^ 

(38) N— [4— ({4— [({3— [(Dimethylamino) methyl] azetidin— 1 —yl}carbo 
nyl) amino] pyrimidin — 6 — yl} oxy) —2, 5 — dif luorophenyl] — N* — (4 — fluo 
rophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(39) N— (2, 5-Difluoro-4-{[4— ({[3— (hydroxymethyl) azetidin - 1 — y 
1] carbonyl} amino) pyrimidin — 6— yl] oxy} phenyl) — N' — (4 — f luorophenyl 
) cyclopropane — 1 , 1 — dicarboxamide^ 

(40) N— (2, 5-Difluoro-4- { [4— ({ [methyl (1 -methylpiperidin -4— yl 
) amino ] carbonyl } amino) pyrimidin— 6— yl] oxy} phenyl) — N* — (4 — fluoro 
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phenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(4 1 ) N - ( 2 , 5 - Dif luoro - 4 - { [4 - ({ [4 - (4 - methylpiperazin - 1 - yl) pi 
peridin— 1— yl]carbonyl} amino) pyrimidin — 6— yl]oxy} phenyl) — N' — (4 
— f luorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(42) N— (4— {[2 — ({[4— (Dimethylamino)piperidin— 1— yl]carbonyl}ami 
no)pyridin — 4 — yl]oxy} — 2, 5 — dif luorophenyl) — N' — (4 — f luorophenyl) 
cyclopropane — 1 , 1 — dicarboxamide^ 

(4 3 ) N — { 2 , 5 — Dif luoro — 4— [(2— {[(4 — methylpiperazin — 1 — yl) carbon 
yl] amino }pyridin — 4 — yl]oxy} phenyl) — N' — (4 — f luorophenyl) cycloprop 
ane — 1 , 1 — dicarboxamide^ 

(44) N — {2, 5 — Dif luoro — 4— [ (2 — { [ (4 — hydroxypiperidin— 1 — yl) carbo 
nyl] amino } pyridin — 4 — yl) oxy ] phenyl } — N ' — (4 — f luorophenyl) cyclopro 
pane — 1, 1 — dicarboxamide^ 

(45) N— {4— [(2— {[ (4 — Azetidin— 1 — ylpiperidin— 1 — yl) carbonyl] amin 
o } pyridin — 4 — y 1) oxy] oxy } — 2 , 5 — dif luorophenyl } — N ' — (4 — f luor ophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(46) N— (2, 5-Difluoro-4-{[2— ({[3- (2 — dimethylaminoacetoxy) aze 
tidin— 1—yl] carbonyl} amino) pyridin — 4 — yl] oxy} phenyl) — N* — (4 — fluo 
rophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(47) N- (2, 5-Difluoro-4-{[2- ({[(3S) -3-hydroxypyrrolidin-l-y 
1] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — f luorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide^ 

(48) N- (2, 5-Difluoro-4-{[2- ({[(3R) -3-hydroxypyrrolidin-l-y 
1] carbonyl} amino) pyridin— 4— yl] oxy} phenyl) — N* — (4 — f luorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide 

[0088] £33. m^m^m^ti^m^^^xv^xhxv^t^ m^mm^mm^ 
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[0089] i-mmirm] 

[oo9o] m^mu^mmim)^xxf an) (Dm^m 

Wbii] 
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1-6 

1-6 

1-6 
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- 4 - #/U-tf;V@^;*7VKD 5 ^ 6 - n t°U 5; >V - 4 - 

Ukr. Kihm. Zh. , 1982, Vol. 48, p. 67fc!ES6&*VCV ^5 (CAS No 
. 6627-22- Do 6-^t2nt 0 y^i/^-4-^77V^V^3i^/H*,J. Heter 
ocycl. Chem. , 1, 130(1964) (31|Effe0^^lJl2pC-C®i5t*t"S^i: 1 fe'C#5o 

>fb^»(ld)^Urtt, ^!lx.^2-T5/-4-^tint:°i;>?^4-T5/-6-^aci 
t°y^^^^(DrfT|gp B p^fe(f ^b^(ld) tt, ^^(la)^m^3|Sf 

ft^(le) }3\ ^^(lf)(D^R 80 NH--eH$tU§S^^-r§r^^J;<9#§ 

tt&m(\f$k\saZ^ ^!lx.^4-TirhT5K^y— /K N- (4-tKn^-^^ 
/V)^/Vi^T5H\ 4- (N — t — ^>^ri/^7/U-#^/VT^y) 7x/— ;K A-Y^Mn 

fl^$Klh)£:LTf3\ 0!l;Ui4-^hP^/— /K 2-^nn-4-^hn^7— /V 

ft^^(li)i:LTte, ^!)x.^4-T^y^y— /K 4-7$y-3-^Dt27xy-;V 
tKn^nyK, 4-T^y-2, 5-v^/K7^/— /K 4-T^/-2, 6-^po7 
5-T^y-2-l:Kndri/-<^y^hy/^^(7)rfT|Sp c o^$ ) tffetb§ 0 
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<X@1A-1> 
<X@lA-2> 

*x@te. it^-mdh) <o\\&m (ic) ^©fe«©igm it^mnh) k 

T/V^/V^^^ti^m (lc) ^#^r^^-e#§ 0 R 102 <D#?iI&»LTte, 

«as-e*>5.sjsi^ifflttio5W^3oi^ra-c«>So 

<X@lA-3> 

^X@te, ik&mdc) frbmj;Vs^~YKfo\Z.£X)ik&m (Id) £r#3X@-C& 

< IglA-4>< IglA-6>< IglA-7>< IglA-9>< IglA- 10 

> 

^JLm-i.it^m(ld)t^m(le), (if), (lgh (lh.)^fci-i(li)t(D^y^V 
^^KXV.^tl^mt^-mai). (In), (Ik), (ll)^fc«(lm)^#^X@-e 
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<X@lA-5> 

%mmm.fete}^m^%^k&-T**z> 0 mmtvx^ y^/-/K ^y/-/K 

<X@lA-8> 

#x@ra\ (ik) dm) ^#5ig-efc§ 0 < xmiA 

-5>t mm<D$kflr&m^zz.k&-T*%z> 0 

<X@1A-11> 

, r\ r 7 *5J:^r 10 ^^j^x, ji*]i§h\ Bvmm?w^-ftixi>t&^m&fe. * 
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<I@1A-12> 

1-6 

^/c. Tetrahedron, 47(16), 2683 (1991) ^§Eittf\ ^<>y^)TV—?V^M 
£5 0 JI#^m$J;U;£\ ^^i(lm)i:l- (hKndr^^/V) -1H — <^7hVT 

7kmik*vm^hvvj*xm^i-z>z.tx\ R 80 ^Mf;n^fe5{^« (in) 
^^-et^o ^/wr/- /v-i-^/^^/vT^y^^#:^#§xs-ett, ^ 

WkbVX^ ^/—;vh\^<\±^/— ;vt£E<DT;v^~- /vtfcfeT/v=i—/vbN, N- 
--5 0 c^^MM^(D?as-efe , 9, ^fl#lfflttio#a>k30i#iffl-ea>3„ TkiHb*? 

S-e*>«9, HJ^B#^»io^^3O0#p^-e^ o 

<X@1A-13> 

[0091] DK5g^«fel - b] t°y 2 - ^/v^V^^/v^fc^^y^v 5 ^- 6 - U/Vt&s 
Wbi2] 
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<IglB-l><IglB-2XIglB-3><IglB-4XIglB-5> 
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V^M^i^ ^tL^tvfb^(lo), (lp), (Is), (lr)*/t«(lq)^#§X@-C 
<X@lB-6> 

<X@lB-7> 

;£X@te, fc&®(lp) ZT/UicMkU tt&®{ls) Sr#5Xm-e*>5o < X@l 
A - 13 > i:l^«©^«feSrffiV ^WS-ClrSo 
<X@lB-8> 

^x©«, (ir) zr/i^-Mku tt&®{io) &#5x©-cfc5„ < X@1A 

<X@lB-9> 

*x@fi. it^-mdv) (DT^ym&vmu it^m dp) &#5x@-ca>5 0 < x@ 

IB- 6 > £|^#<D^£ffll ^£tf5-C#5 0 
<X@1B-10> 

^Xgte, ^i^(lq)CD^hci^5M5nU fb^»(lr)*#5Xm-C*>5 0 <X 

@ia- 1 1 > ^io^Mffiv ^r£tf3-e#5o 

<X@1B-11> 

^X@te, ^b^(lps) Mb-a4fiKlps)tt, [M5t^l-B]^fE«cO^^(lp 
)*3J:Wb^(ls)Sr«5fe-r5, )d^^(lt)^5xm-efc5 0 <X@1A-1 
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<X@1B-12> 
<X@1B-13> 

#x@r±* tt&m ( lu) <D2nm<Di%mm tr 102 - o - c ( =o) - j *5 ^ rp j ^ 
<£^u ^^(ix)^#^x@-efc§ 0 ^®^<Da^^j^cT, mm. yyyMn 

o 

<IglB-14XIglB-16> 
;£X©te, {b^(lu)(D2@0f^«^'"R lo2 -o-C( = O) -J*3±t^rpj(05 
lfin^©2*«rJtt#»U j e^tU^^(lv)^«(lw)Sr#5Xm-e*>So 2 

«@f rR 102 - o - c ( = o) - j t rp j &mtezm&\z<D&mm A# 
Kuctt^^ri, ^:r 102 -o-c(=o) --vm$tiz>&&2- (hv^/^vM^h^ 

<X@1B-15> 

#X@tt, Q&to{\v)&mm^ {^(lx)r#5I@t*5„ <X@lA-5 
<X@1B-17> 

^:X®«, te^(lw)«rIfcfl!|£U >fk^(lx)Sr#5X@-C*>5„ <X@1A- 
[0092] DK5g^«fe2]4fifci:. 2{i^«6fi^^tL^«g|^L 1 ^it^X 2 ^#i-§t°y^>'^ 

mum 
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Mfcl3] 



Ii 

X H X R 2 
(2a) 



[iim] 

R 5 

N0 2 



JL 



II " X 
L 2 N^R 2 

(2b) 



£„ R 6 [xm-e] R 3^ 7 



R H ^A^NH 2 

JUL, 



[xea-3] 



R H 



R° R* 



[ISZ-5] 

5 D S0 



[XS2-7] 



ie [X&2-8] 



R . 
O 



N R 2 



(2c) 



[1*12-11] 



V 



L z "R^ 
(2d) 



R R 

R e R [iS2-0 ] r3 ° R r 



V- " W "R^ 
(2e) 



^N A R 2 
(2f) 



[Xm-12] 



NH 2 



H 2 N N R 
(11) 



o- -r r' 

i R 



[XfM2-13] 



R H 



J 



[X5S2-14] 



R R° 



[XS2-15] 



R° R° 



II 



H 2 N N R 

(1m) 



H 2 N N R 2 
(1k) 



h 



N , 



II 3 5 
(U) 



r 3 A R 
HjN "~"N'^R 2 
(1n) 



) 

>\ 2, 4-v ? ^nnt 0 yv ? ^if(Drff|gp C5 p^tf^So ffra^fc (2a) tt, rff|gp B p 

<X@2 — 1><X@2 — 2><X@2 — 3><X@2— 4><X@2 — 5> 

#X@}3,>ffc^(2a)Hb^(lhK (li), (lg), (le)*fcf*(lf)i(D^^y 
^K^^fl^mt^mi.2h), (2c), (2d), (2e) (2f) ^#5Igt*§ 0 
(2a) KlJiSVvCtt, L'^L^^^tt^SV^mS^^bV^ WJx.fi, 

<X©2-6> 

^X®«, -fb^»(2b)©^hi3lSSr»7nU (2c) £#SX5&T?ifc5„ — JK 
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<X@2-7> 

^xmrau it&m (2c) <DT*/m&fikmu w&m (2d) ^#§ig-e^§ 0 < x 

<X@2-8> 

(2d) &T/ls*M£U tt&to (2e) ^#5Igtfe5 0 < X@l 
A- 1 3 > V >5££flS-C#5 0 

<X@2-9> 

ttgte, ffc^ (2f) ©T^^S^ISL, ^1^3 (2e) &#5Xm-C*>«o < Xg 
IB- 6 >^Nt©*MffiV^ii:m5 0 
<X©2-10> 

^:X®te, >fb£^ (2c) SrT/l^/WbU (2f) Sr#5X@-CS>5„ < XfilA 

-12>irl^l#<D^^fflV^i!^-e#6o 

<IS2-11><IS2-12><IS2-13><IS2-14XIS2-15> 

*X@te,>fb^(2b), (2c), (2d), (2e)*fc«(2f)(Dmgl*L 2 ^T^y*« 
mu ^ti^tUh^(ll) , (lm), (lk), (lj)^W:(ln)Sr#5Xie-C*)5„ *X 

^nm^Mmmm<Dumx^^s^mmnio^hioommx^ 0 

[0093] [$l3^fc3] ^ (XI) XmZtlZ * 
Wbl4] 



? 5 R s 



1^ 7 o o 

? R« 



H 2 N' S N A R 2 



, M K 

(XI) 

OCT, R 9a ^3~lOM#^#^^^S(^cL, «&*Jifc*r5J5^*l;:&# 

R lla R llb (^^, R lla *5j;tj«R llb {i, ±mfemtmmm&mmirz>)xm&tiz>mti 
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1^ 



Wbi5] 




-103 -O 



[X@3-3] 



D 103 O 



O O 

(3c) 



n T 
O O 

(3d) 



R 5 R S 
R 4 . J , 



R 5 R ; 

R 4 L 



o J W~ 



[X*M3-4] 



r O O 



r 3 X R 

H2N N^R 2 
(1mn) 



[X?S3-9J 



J? 5 R 8 

rV^L/N. h 



p 3 i R 

Ti, 

'H2N N R 
(XI) 



R R 



* CT T R 7 [X@3-5] 
R R 



r o o 



o v^x 

r1 %^nVr* 



o v^x 

R 102 M H A , 

"O N N R 2 



rxm3-8] 



(1w) 



5 p3 



R R' 



RW N h 



o 

rL> x R 6 

R 5 R 8 



R 7 [XIM3-6] 



(3e) 

P< (f^R* 

II A r7 O O [X | M3 _ 7] 



_5 R 8 

LI ,0 o 



-.101 O 



° (30 



HO T 1 N^I 



(3g) 



[1*3-10] 



r8 vl?) 11 

7 o o 



(2f) (3h) 

1—6 

ffrS^ (3b) ^LTte:, 0»J£fi 1 -^nn^/V^/v^d^°ti/-?^^dr^y 
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<X@3-1> 

TJ/V/^v^K, 1 - - 3 - (3 - v^/VT^/^PtVk) #/Vtf;W5K 

, (ih-i, 2, 3— <^yxyry— /v-i — f/v^vO (by (^y^vvr^y 

<X@3-2> 

£«9, ^^#)(3c)^#^Xm-efc§ 0 ^^LT«, N, N-^^/V^/VAT^K. ^ 

F^^io^^3on#r^-efc5 0 

<X@3-3> 

^^(3c)^^Mb^(3d)^#^,x©-e^ 0 *£S£J^fd«# 
M*#»^^^fflv^§r^^-et§o Ig^LTte, y*y— /k ^y— /v, 7k 

, N, N-^y^vi^vW^R, rb7tKP77y, Wtm^^t£b*&m^Z.b&X 
<5 0 
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<X®3-4> 

:£X@te, ft^(lmn) ({^(lmn) «\ _LfBEKat#ifcl-A] tCfESWfc 
^(lm) *3j;tfffr^ (In) ^#*i-§ 0 ) h\\&m (3d) ©*f^KJSfc:j;!J. fb^ 

/i^/i^s^K (ih-1, 2, 3-^yy>y7y-^-i-^^) ( 

hy^^r^^w#B»^sriai^av^^-e#5 0 mature 

<X@3-5XX@3-6XX@3-10> 
#X@tt, ft^(lw), (lor) ab-^»(lor)tt, _h1BD&5£#Sfcl -B] KlEf^ 

4k&®(io)&£TMk&®>(ir)&mm'rz>o «x ^ic 0 )*/t«(2f) -weft 

fl^«3(3eh (3f)*^tt(3h)Sr#5X@-CS>«„ <X@3-4>^|H#CD^^ffl 
<X@3-7> 

^X@te, ^^(3f)75^^(3g)^#SX@-e^ 0 <xaiA-l>^^# 
<Xf£3-8> 

ffc^ (3g) (Dft&m (3e) ^OteiSSJSOX@-e*>5o < X@1A- 2 
<X@3-9> 

#X@tt, (3e) ©IfciftS^tMfr^ (XI) Sr#5X@t?fc5 0 < XglA 

- 5 > £ ir^-e^§ 0 

<X®3-11> 

;£X@te, {b^(3h)(DmilSL 2 ^T^y^^^mb, ^^(xi)#3X@~e& 

3 C <XS2-ll>i:lRl«©^«feSrfflV^5r.WS'e#5o 
[0094] |J4^fe4]|J4^«fe3]^*3ft5*aitJ|fflfr^©»Jfe(l) 

Wbi6] 
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i R R 4 7 R . R R v^)n 4 R 5 R* vfrjn 9a 

1 yy k h R Vr n w r Vr h ^ oh r Yr N ^ 

X* R r-nfiU-n p 3 7 X* K rx*S4-;>1 p3 ? X* R rx*54-3l r3 ? Xe R 



° ' - n [1*14-1] R 3 Y R 6 " [I5S4-2] R 3 Y R* " [1*14-3] R 3 Y 



H 2 N^N J R 2 HjN N R 2 HjN H R 2 H 2 N N R 2 

(1mn) (4a) (4b) (XI) 



R° R R° R 

R Y^V^'H R Y"V- N 1 

R 3 I R s [1*14-4] R 3 7 R 6 [IS4-5] R 3 7 R 6 [1*14-6] R 3 7 R e 

V^Y O V*Y «- O V^Y CI V= Y 



•0 A N A N X R 2 R "O N M R R O^N^N^R 2 R ~0 N N R 

H (1W) H (4C) H <4d) H (3e) 



, R 5 R 8 R 5 R 8 vt)n , R 5 R*^)n , R 5 R 8 A,)n , 

R 3 I R* [IS4-7] < R 3 I x RB [Xg4-8] [ R3 ? R 6 [184-9] _ R 3 I x R 6 

R TO1 -V 1 N' X R 2 R^^TTN^R 2 R 101 ^-rT-N^R 2 R 101 Vm'V 

° (1or) ° <4e) ° (4f) ° (3f) 

R 5 R 8 „ R 5 R s v 4)n „ R 5 R 8 vt)n „ R 5 R 8 ^-fc )n . 

: VV N « „, R4 Y w r N oc° Rl03 R W N ^ OH R VV N ^ R 



O^S^R 7 O^-rt-R 7 " u 0^- R O X^R 

R 3^ x R« [XS4-10] | R 3, I R Mgf-ll^ R 3 I x R« [3384-12^ R 3 X x R 8 

l2 1 n ^ r 2 l^nS? 2 l 2 Ai"V l 2 -V a r 2 

(2f) (4g) (4h) (3h) 

<X@4-1><X@4-4XX@4-7XX@4-10> 

*Ig!4J^(lmn), (lw), (lor)^tt(2f)Mfc^(3a)fc©*g^KJfcfc: 
±0,*h/^Wfr£*&(4aK (4c), (4e)*^fi(4g)Sr#5X@-efcSo <X@3-4 

<34-2><34-5><34-8><34-ll> 

:£X@te, (4a) , (4c) , (4e) *fcfi (4g) frtttl?tl4k&® (4b) , (4d) 

, (4f)*fcr±(4h)Sr#5X?S-C*)5„ <X@lA-l>i:l^#O^MV^i:^ 

t°y^^4f5A(OT5y^fc^/^^iy/^(D^^^^^$tL^v ^#-e, m. 

{%m%ft5o McfcmaZMZ-tt. R 101 */t»R 102 ^C T/V=¥/«^fc«2- (bV* 

1-6 

^/v^y/v)^^-/vS-T:\ R 103 ^^^/^^^, 

, tt&m (4d) *fc{i (4f ) 3r#5;L£tf5-C#5 0 

<34-3><34-6><I@4-9Xj34-12> 

*X@tt^^^»(4b), (4d), (4f)*fc«(4h)i!, ^R 9a -H-e^ttST^>-* 
^«W^(D^^^J;(9^tL^^^(Xl), (3e), (3f)*fc{*(3h)^# 
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[0095] [m£%m5][M^m]\z&ftzfru*mit&)&<Dmm2) 

Wbi7] 

R 5 R s 

R -s^sk,N. H 

R 6 R 5 R° vf?)' 



,5 R" rt-H'l 

HO irSr R " — H jiC < o 

o o [Xfis-i] H 'O^YpR 

< 3d > (5a) 



R 3 ^ 



to 



R 9a 



R V* (5a) 3 rT R7 ° ° 

R^yV-V Ei^i ** R Xl 

(1a) ° (3f) 



H R 102 ^A 



r6 R . 8 tf)"< 



R4 vV N Tf X Y R9a 
(5a) IIJ o 



O N N R 

(1c) H 

H (30) 




H 2 N N^R 2 [ ™- 4] R 3 ? R 6 

(1d) X -X 2 

H2N N R 

(XI) 



o o 



<5a) II 1 7 o 6 
*- o"|K 



3 Y^ X 



(2a) L 2 -^N^R 2 

(3h) 

<X©5-1> 

#x@ra\ ^^Od) t^M(in) ataman) tt. ±fBDBBif#ifcl-A]fc: 

fE«0^^ (If) *5 iUH^il (li) Srlc*f So ) ^flt^JS^J:^ ffra^ft (5a) 
£#5X©-C&5o <X@3-4>^^#^?5^^-e^o 
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<X®5-2XX®5-3XX®5-4XX®5-5> 
*JMte.4k&®Ua). (lc), ttd)tttm2a)t4k&®(5a)b<Dfry-7V^yBi 
^tl^tlik&m (3f) , (3eh (XI)*fett(3h)Sr#5Xm-e*>So <X@1 

[0096] [Mit^Sx6] ^ (xii) xmztiz * lffl#0>3ei#ifc 

R 5 R 8 



R 1a A N^N' X R 2 



(XII) 



OS;*. R la te, 3-10M#^#i 



Wbi9] 



H 2 N N R 
(11) 



R° 



cxee-i] 



R v -L R 

o Y^x 

R 1^N X N X R 2 
H 

(6a) 



NH 2 



O 

3 ^ R 



R 

H 2 N^N" R 



(1m) 



XS6-6] 




R 4 1 NH 2 



R 5 


H 

M p 




R 5 R 80 

r4 A n p 


H2N N R 


R 7 


R 3 
H 2 N 


N R 2 


(1k) 






(1j) 



[1016-3] 



R* H 



R 5 R 80 



II 



H 



P 7 

H 2 N N A R 2 



p 3 O 

o y^x 

R 1 * A N V^R 2 
H 

(6c) 

1*16-7] 



raie-8] 



raie-4] 



R° R* u 
R 4 ^-^N. p 

R 3 o A ^R 7 

R I R 6 



Q 3 o L 



^x 




H 

R 1a A N N A R 2 
H 

(6d) 



[xse-9] 



? 1aA N V X R 2 



rai6-io] 



(1n) 



CTM6-5] 



R° R* 



^X 



R 1aA N A N A R 2 



(6b) 



(6e) 
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<X@6-lXX|i6-2><X@6-3><X@6-4><X|S6-5> 

:£X@te,^^(ll), (lm), (lk), (lj)*fdi(ln)*^^Wb^(6a) 
, (6b), (6c), (6d)£fcte(6e)^#3X@-e$>5 0 ^Ar~OC ( = 0) -CI 

^^Mi^O^, Arte, /M^VjjKX-, ^h^v-X&iU^h^ 

*^Mfi^em^i*^:f*2l@*bTv ^xh ^^-/v^^i^o ) 

fflV^, ^1^3(11), (lm), (lk), (lj)*fcte(ln)^/W^^^^/Vf|^#: 
£Uc^, TV^t^lt^^m^m^^^t^X^o ^^1(11), (lm 

), (lk), (lj)^cte(ln)^/WV-hM^f*,^>T^-hfl^ft:^^-fr, 

^ntv^^/vr^^if^^ra^*, j^gbw^, ^^v^^a, *#^-7-hy^ 
MTK^MR^^^^mm^nxm'^n^thx^o Mcfcmnzmx.^ 

ik&m (11) , (lk) Wdti (lj) b^h>^fcfeT/^t}?&mir&T^b$:ELlfc^fc 

t^mxn^ 0 ^(Dwm^mt^xi/T y^mit^m^-vv^^ hyr-fen^* 
m^^m^-hv^^t^m^^^t^x^o mmtvx^ ^/-/k ^h^tKn 

^np^y, ^nn^^^ffiv^'^^-trtSo &3V^3, {b^(ll 
) , (lk) *7hte (lj) ^3i^/v^-r^T$^^^J^$^r-r#e>n§^^(D^^ 
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#/v*j?s^k fill, (ih-1, 2, 3— <^y>yry*— /v-i — r/v-^v) (hj ( 

<X@6-6> 

*JMt*. 4k&W(6a)<D3&7cte£V. te^fc(6b)&#5x©-cfc5 0 <xmiA 

<X@6-7> 

*X@te. (6b) <DT$S£&$mU tt&m (6c) £#5X@-C&5 0 < X 

<X©6-8> 

^X®«, ik&m(6c)<DTsV*Mk\z.£0, 'fb^»(6d)Sr#5X5g'C*)«o <X 
<X@6-9> 

#X@{2, te-a-^ (6d) ©EMia^ (6e) *#5is-es>5 0 < X@l 
<X@6-10> 

[0097] DRag#«fc7] ^ (i) -e^^^^BJ^^^^B^fe 
Wb20] 




Wb2i] 
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<X@7-1> 

^Ar-OC( = 0) -Cl^$;Tl3^1^(5£^ Artt, XfE®ii£|lt)Ica£IC*1- 
^!lx.^t°yv?^. hy^/VT^ ^y/PtWxf/kT^/^^fltS, ^ 

z.t&x^% 0 Rmumn.o o c^hmmmu<Dum.-^-h ] o, m.fomm\z 10^^30 

2) R la ^fc«R 9a ^*^^c^-»b< iiritDTVl^t^f^ 



WO 2007/023768 



70 



PCT/JP2006/316331 



<Ig7-2> 

1) R la *fc{iR 9a ^^K^S*fc«-«L< - jROT^^^^twfcv 
(2f*fclMfr^ (7b) itffr^ (3d) <D«g^jSl-J;t), J&mwt'&m (I) £#5- 
tdST?#5o *&£*2!l£LTfcJ\ l-^/V-3-(3-^^/VT^/:/Pt7V)#/V^ 
-f^K (1H-1, 2, 3 — Oo/MJT^— /V-l-^T/V^i/) (hy(vW/V 

sv-TV^f£b*(D^M^&m±m\<^Z-bh-?%Z>o mmbL-Xi^ Th^Vv^^, 

(^&2)R la , R 9a *^ttR 10 ^T/^^^/V^/V*^^tb^V^^, tt&mU 
^^(7b)i:>fb^(3a)^ai^JSt?tt, *f^Ji:UTl-^/V-3- (3- 

*J*^-;vT*;zftt°;v)ij;v^M^V (lH-i, 2, 3— <^y>yr^— 

- 1 -^Vl^drvO (hy (v^/VT^y) ) tfC^c^A ^^rf-^/V^-n^^ai— h/^ 

& 0 M^iasf*o < cd^pS3SSE<DiaS'Cfc9, KJS^Rar±io4W^3oi^ra-cab5 
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vM^K 1 - - 3 - (3 - ^^/VT^y^ntVV) vV^K ^ 
^i£u (1H-1, 2, 3-^/hU7/-^-l — <;Vtti/)(Y})(X?^;VT^;))-fc 

^&6] CO < X@6 - 1 > lC|Btt(D^i!|^il^. -m^m V >ibtvO ^^fbSJfc, 

RJts^b^M'Mf^bhX^o 

<X@7-3> 

^x@«, (id) a^ta^ (7c) &n%rnxhz> 0 < x@e- i >bmm 

lzn?^b&X%, Mx.^. ^Ar-OC( = 0) -Cl-e^$tLS^^#»(^:^, Arte, 

tlt5:^-e^o 2§i£iXTte, ^nn/JvW^ h/Vcn^ N-^/Vt°nyK^, N 
VCfr, *#:W^te^x.teX°y v 5 ^, hy^/VT^, ^y^nfcVV^/KT^&i? 

(Dmmmm, fcmzy?j», ^mit-rb^^ Tkmit-rbw^bco 

mmmM&m\^z.b&x%z> 0 Kmum^o°cfrhMmww,coumxfo<9, %tfom 
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rattio#a>E>3oi#ra-efc5„ 

<X@7-4> 

(7c) (5a) tM^v^Rm^X^o, *mm<D4k&to (D £#s 

UK>\ N, N— ^A*/VA75K, '^f^7^*^K, 

&m*vvj». mm^iy^^ 7^m^hv^^b(Dmmmm^fc^^>m.mm. 



2) R la *fc«R 9a ^*^*fc^— »b< ttrf©7$yS^ttn5^ 

3) *fc, R la *fc«R 9a _h(Z)»^m^t5fc^, XfE[§^f&6 

&M'K?T5z.bhX%Z) 0 
[0098] DRafefe-«fe8]_h|BttiM#:(ld)©5*>, X#^-C(R 10b ) =xm&ti%&Xfr%m& 

Wk22] 

L 3 L 3 L 3 L 3 O 

NfS*'" r3 ^W x101 r3 " v yS^ cn *~ r3 ^yS^ nH2 

N^^ 2 [1*18-1] H 2 H\f\ 2 [ZCH8-2] H 2 N N R 2 [1*18-3] H 2 N ISrT? 2 



H 2 N'^tJ'^R 2 L_Lfe«iJ H 2 N-^N-^R 2 H 2 N"~^N R 

(8a) (8b) (8c) (8d) 







J[XfM8-4] 


|[XfMS-5] 


[Xfi8-6] 


CX@8-7] 


|[XfiS-8] 


J [IPS 



L 3 O L 3 O L 3 J* 10 * L 3 R 10f L 3 O L 3 

R 3 1 D 3. 1 .L o10g D 3 1 U D 3 1 D 10k 



H 2 N N^T? 2 H 2 N-^N^R 2 H 2 N^N"^R Z H 2 N'^TJ''^R i H 2 N-^N"^R Z H 2 I 

(8e) (8f) (8g) (8h) (8k) (8m) 



i--^-' H 9 nA^R 2 HoN-^N^ 2 H 2 N^^ 2R H,N^^^ H 2 N^^R : 
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1-6 2- 

6 2-6 

1-6 

o R 10e «, TK^i^^^fcfiC T^;V^M^r^> 0 R 1( \ R 108 5oJ:mi 10h », IH 

1-4 

1-4 

1-6 

<X@8-1> 

^#5ISt^ 0 m^a??!!, N-a-K^y^K, Hit, N-^n^^y 
-f^K N-^nn^^W^K^if^Nn^V{b^J^fflV^^i!^-e^§ o *§$|2XT 

<X@8-2> 

#X@E\ ^^(8b)cDX 101 ^TyK«^U ^1^>(8c)£#£X@^fe3 
o i/TMk&ft5®k. L 3 £X 101 cam^tH^L-Cte, L 3 ^mJJ§CX<^#teX 101 te3 

LV\, i?!j^^h9^(h!J^^/v^^^)/^v?>7A(0), v^nntf^(hy:7^ 
/^^^^^^^^^(m^W^^^^tt^^T, it&miSh) ^*jXT0. 

<X@8-3> 

;£X@te, ^^(8c)75^^^(8d)^#^X@-e$?§ 0 ^^y^A^^(D4ffi 
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-efe«9. KJfcl%ffll'£lOftfrblOmfflX&& 0 ^.Tetrahedron Lett. , 41,374 

7(2000) ^?Eico x tfe^v^ hy^/v^yi/— K6h£T. M^>\ ^h^tKm 
^9^^(D^^^MM^i-§^^^fflv^^^^-e#§ 0 £OT#f!te:io^ 

<X|i8-4> 

;v^y^7^) /^7^^A (II) . 7^9=^ (hV7^/u^74» /^v^A (0) &if<D 

^60B#r^-efe5o 

XfE^^M^-r^JCiSfe^bT^, Tetrahedron, 53(14), 5159(1997 
) &3btf bfoZo 
<X@8-5> 

^X@te, ^^(8b)^)^^^(8f)^#§X@-e^ 0 i/?uu^(hyy^ 

;v^-7^) /<9WJ» (id ^(D^^j^mm^r. -mimmt^R 10d -o 

-^^•/vt°nyK^, z?^/^/vtti/^j;b*&m^^^b&x%% 0 Bifon&n^n 
^hmmm^<Dnmxh^,^mmmmo^h6ommxh^o 

XfB^^M^XS^CfcbT^, Tetrahedron Lett. , 25(51), 5939 
(1984) tf&ifhth&o 
<X@8-6> 

*x@«, ik&m(8b)frhik&m(8g,)&nz>j:mx&z> 0 wuu^Mvy?^ 

;v^^7^~y) s^SVJ* (ii) ^^©/^^^^ttl^T, ik&m (8b) bT^uy 
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-o-ev, r-feh^hy/v^if^v^rir^-e^ £tj&?fiffite^ 

<XH8-7> 

AsfcWj-y) (ID ft W^^!7^M$£fcfeT\ fb-a^fc (8b) ^hyr/v^ 

0R#iig~efc5 o 

Jfe*3, ±IB^&^rM^i-5^Cmi:LT^, Tetrahedron, 53 (14) , 5159 (1997 

) tfs&tf e>*L5 0 

<X@8-8> 

;£Xfite, ^^^(8b)d^^^(8k)S:#5X@-Cfc5 0 Bull. Chem. Soc. Jp 
n. , 67(8), 2329 (1994) fcfBf&0\ Z??vu\£MhV7^7V^7^) s^i?? 
J* (II) *^©^^9^^ttjK*5«ttWfSfe^W^1lPfcT^ ~Sfcf^#&RJ&£i§N5 

<X©8-9> 

;£X@te, -fb-^(8b)35^b-^(8m)Sr#5Xm'C*>5oJ. Org. Chem. , 66 
(20), 605 (2001) fcfBf&O. v ? ^nntf^(hy^^7V^^>-)/-?^^(ii)^ 
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ftfab60mffl-e&Z>o Hit. Tetrahedron Lett. , 37(14), 2409-2412(1996 
) lz.WM<D, ^nn»(hy^^/v^^^)/^7^^(ll)^^^^^^M^ 

Jfe*3, _h|B<X@8-l>^<X@8-9>^|H#(DMJ^^ [Mat^il]^[ 

[oioo] r^y*(D^K^b-ctt, ii^r, ^m^-tr^/mcoi^mmbi^x ! mhtix\^ 

T±^/um, ?nuT±^/PM, v?^nn7tf;H N 7°nt°^/^, :7^/kTi? 
^/V*. ^/^XT-fc^/VS, fx=;V7-fef;H^if ^g^fcte^g^Tv- 
/vS ; FJx. fit - :/b^ v^/MJ^/vS&if <DT/v=^>#/v^/vS ; fi-<>^ 

U^^^^^^^-^-M^^^, 2, 2, 2-hy^ 

nnxf;H^if(Dt^fc(i#S|(Z)7;^;H;^i!ibyf;vS, 4-^Hrv' 

T^/i^y/v^ t - -?^-)W^)Vi/y;vW£b(DT;v^)V*yy)vm ; m%. tthV^ 
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[0101] z.fih(D$m^<Dm>®mn. mm^tc^mm^mm^m^ m^m. m^t* 
[0102] *mm<Di%mmtL,x^ mm. ^M&m±*mm<Dvmmbvx%nbtix\ ^ 

[0103] m^>(D^^(Dj^^«, &mL,ft&m&<Dnmz.j&c m^m. m^tet* 

[0104] ^/^5rV;H©§lSiLttt, MSt, ^^_h^/v^^/vS©^^^b 
% :t^v]^ % i— ^nfcf/]^ t-^^y^^ 2-3— K^^/V^, 2, 2, 2-hy^tm^ 
/^ i-^>^^^/^(Dj;5^T/^^^^/v^;^!jx.^^y/k^-dr^^/v 

[0105] tefflbfcifci^oefgia&c, MykftM. M^teb* 

[0106] _hfEfBtt<D{£ii^<D(3;75\ Greenefe^F"Protective Groups in Organic Synth 

esis'\ I3f, JOHN WILEY & SONS, INC^ffii!c<Z){£M^fflV ^^"C^So 
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[0107] &L±.&*mmiz.&kZ>4k&® a) <D$mjjfe<Ditmfflx*hz>i)K ^mm<o^m<o 

[oio8] j&m imzfc&m (i) ^mm* (^y-flc) tL,xnbtLZ>m&, tmmk&m a 

[0109] imz>fc&m (i) ^Mk^ (i) ©*e*fctt*5pp«»i:br#fcn«»^, ttriE 
[oi io] j&m (i) ^xxf^mm K&zit&m (d ^01 >r#£>;h^«* <d#$ 

[oni] *&m<o4k&m&mmtL,x&mirzm&. mm, ^m^t^mtmm^ma 

[oii2] ±mmmmt^x^ ^tum^, m&m. w&m. mnm. mmm 

mmm, mmm. tmim. mm&mm?£b*M^b&x%, mm\z. 
x<9, ^tih^mms.^^xmmir^bhx^ 0 
[oii3] ±mm^mt\^xit, m^mim, ?wm. =*— is**— ^\ -r^—h— /k 

&m*^>VJ»t£b*$:hlfZ>Z.b&X%, 
[0114] ±.mg&MbLrXfe, MX.tttfW—A'TA'a—/^ ^;V^;Vxi—^ xf^t/k 
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n— ^ T"7\fT^^ h9if>K Hy^>, 1/^7??, tKn^r^/ntW^/Vir/v 



±iB*^ji:bT«, mx-\£^~mkWi, n&^^mtm, #^/k # 
-#n-^ % ^b^>-, ^/vy, y^y^y^v^hy?^ 

±mm^m^mtvx^ ^tm. ^yum. ^mw, ^y*m, mm, m&mft 

-tmmMwmmtLsX}^ m^ o y^i/>^y=3-/K yntv^yn- ; v^ ^ 
±mmm^mti,xn, ±m^mm^M(D^\ mz-Wj^^t/^—^, # 
±m^mtmtvx^ m«vR-m mt-rh^^ ^^—^ y/vt->- 
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&3blfZ>^btfX%, 

[oi is] *fc, ±mm\tvx^ M*.t£mm. mm. mxm. x^^m, ^ y ^m. 

, &&m. '^y?m. v-^3>m<v£yf£KmmttnmMm&&if%z.t 

[0116] ±mm p mn. ±w,mRWtt'gMfr&tr&xwm4\?t'Z>o &mzf&vx 

[oii7] ±m^mmfe, ±mmnm<D5*>, mzms&m. mmrn^rn, %umk 

uwummm*m^^fr^:xwMik~rz>o 
tons] _hiB^#t^j{*, ±mmm\<D?-h, m&mm. ^mm^m, mmwmm, mm 

[ohm *mmm%fc&Vd$:mMtvxmmirz>M&. ^(Dmmm\tm^^m^.^ 
mttztK mffi,mnffl<Dm&m^ o. im g *v^io g (0*u<«im g ^vNU2 g ) 

, fl-mffl&m&fcn, 0. OlmgftV>LlOg(0£lXJ3:O. lmgftV>L2gh Mi© 
0. 01mgJfeV^L10g(^L<^0. lmg&V M^2g) Sri 0 ^lUI^^fc 

[0120] *26m\zMz>4k&mtz. Mfttt. &,T(Dm^mxxfmmmKmm^t^mKx 
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[0121] m&m&zTfmmffltp. mzmm&^^m&ia^ mmm^v^^f^ti^xYMc 

SIL - 60 - 400/230W£rffl V ^fc 0 
[0122] LC-MS*SJB^H^^UT#IEUfeV^IS?)tt, W~R£fE*t©2^# (Gradient 

Condition l^fcteGradient Condition 2)<Dl>-f ^^SrJll ^fc 0 
ODS#5^(CAPCELL PAK C-18) 
Solvent AW tK 
Solvent BIS Tirh^hU/V 
Solvent CIS I%hy^/^13|^^^IS 
Flow Rate 30ml/min 
Stop Time lOmin 
Gradient Condition 1 
0. OOmin A:80%, B:10%, C:10% 

7. 80min A: 30%, B:60%, C:10% 

8. OOmin A:0%, B:100%, C:0% 
Gradient Condition 2 

0. OOmin A:80%, B:10%, C:10% 
2. OOmin A:70%, B:20%, C:10% 

7. 50min A:40%, B:50%, C:10% 

8. OOmin A:0%, B:100%, C:0% 

[0123] tert-^/V 3-^f/V7^7ff^-l-»/V^V-h 

1 -Boc - Tif ^-vV- 3 -3r> (3. 45g) <D*?/— ;V ( 1 75ml) I^IS^Mv^/V 
T5>--^h7tKW7^IS(21. 9ml), mmi. 73ml), 10%/^^^^ (2 
. 15g)^Px., ^&^*##H^Tl4B#raW#Wt 0 MS^JglJU ^^BHm 

4. 07g, 101%)^r#fc o 

'H-NMR Spectrum (CDCl ) 5 (ppm) :1. 43 (9H, m) , 2. 17(6H, s), 3. 0 
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1(1H, m), 3. 79 (2H, m) , 3. 91 (2H, m) . 

[0124] m&m 2) n - r i - ( i - ^o-^/v^^u vv - 4 - dM zm±v>: - 3 - dVk] - 

tevt-y^;V 3--J^/VT^JT^^i/l/-l-Jj/V7$^U--y{7. 00g)^7.k?fr 

5B#Rg«#Uh 0 KJS?R5r**tU m&W(^LT3- (vo^/VT^Tif^^V 
rby7/^nitt«ftMft(ESI-MS(m/z) : 101[M+H] + )£#fc o £ 
tl^i^nt^^- (350ml) ^|g$?U l-^^v ? /V-4-t°-^!JK^(6. 49ml)^P 

300ml) , t&fp^TK, ^ife*y^ASrip^T^?a-c2o^Mit#«, ^nsr^Eb^ 

©#»Sl!:4N^-ftSft3i^/k|§?R(26. 3ml)^Px.^ 0 ~;ft£2t«U M&ffi 

&bLxm&fc&m<Dm3i&ma4. ig)&#fc 0 

ESI-MS(m/z) :274[M + H] + . 
[0125] (MitM3j N. N-v ? ^7V-N-ri-(b°^';^-4-^/V)Tif^v ? ^-3-^ 
/^]T$^ H*fcg^ 

N - [ 1 - ( 1 - -^vVkfc^y *Jls - 4 - -f/V) T WvV - 3 — (M -N, N - i?* 
^/VT^ H^£M<Dfi^c#)(14. lg)(D2-7°nyV— /V (380ml) (380 

mi)^«^io%^7v ?, 7^m(5. o g )^px., 7X*#ia^iT. s?a-ci2^ra«# 

10. 7g)&#fco 

ESI - MS (m/z) : 1 84 [M + H] + . 
[0126] (M^M4) l-(l-^7f^-3-^)^7^ Hlil 

l-^^v ? /Vt; o ^v ? ^(0. 500ml) <D*#/~- /V(25ml) iSia-Boc-7ff^ 
>--3-^(495mg), @^^(0. 182ml) Srin^ ^t&-C5#|iaSM$L;fco --t-10 
%^9^A^3tf (308mg)SrJn^., *##H^T^U^15H#P H W#U-c 0 ftfejffi& 
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- 1 - ( 1 - Boc - Tif ^> - \*^9S?ls<Dm&fflfd&&tt (ESI - MS ( 

m/z) :332[M+H] + ) G Z-fh^TVyM^v^yy {10m\) {zMM^o Z.Z.lZ.%Ob9k 

f4 murQittmmwi^tzMi. ioo°c-c3. mmMmMm^t-o K^m^k^t- 

o ^^R(0. 22ml), 5N7kM^hy^A7k^«(0. 22ml), tR(1. lml) ^Px., 

17ml) ^JPx., ^tl^^ftliU 4-^^-1- (1-^7 W/-3-#) 
fc 0 ^7i^ Hig^oa^^) (ESI -MS (m/z) : 246[M+H] + ) £#fc Q ^tl 
£7k(25mlh /K25ml) ^»$-frfc 0 ^^10%/^^A^ (6 

I5m g )^px., ^tt^7k^#H^T^?a-ei2^^Si#b^ 0 ftfei^SUUc 0 « 
«£**IU &fe@#£LT^J®ffc^<D&£f&& (382mg) £#fc Q 
ESI-MS(m/z) :156[M + H] + . 
[0127] tert.-^/V fl - (2~^^7 $ /7tf;V) 

4-(tert-> f >^r^/V^/VT5;/)t 0 ^yv ? ^(5. Og)(DN, N-'W^*^A7 
^K(70ml)^^N, N-v^M^»^(2. 97g), l-fcKn^^Oo/MJT)/ 
— /K3. 89g), l-^/k-3-(3-v ? ^/VT5y^°tifcVk)^;/k^v ? -r5K 
4£(5. 27g)^JPx., ^m#ffl^T^a-e460#^«#LfCo MJ&$£fcB£Bk^vK 
400ml), l&fn&fcfcC 200ml), lN^K^k^MJ^A^C^R (50ml) ^Px., ^Mrt* 

, ^thZiNTkmikT-byv^Tkmrn, ma&m&^&ft&L,. m^mstrhv^ 
■v&mL>ft 0 nm^mrnm^m^mmu m&&&bvx$mfc-&m(8. 03 g , 

ESI-MS(m/z) :286[M + H] + . 
[0128] m&M6) N- Tl- (2-v ? ^/VT$/^^/V)b°^';> ? ^-4-^/H -N-^ 

tert-y^/V [1- (2-v ? ^/^T^yTir^/k)fc°^yv ? ^-4-^]^/V/^— h 
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(7. 07g)(D^h7tKn^7>-( 100ml) ^^*#ffl^T7K^#bfc 0 

fc 0 mmmmnr. R^m^ioox:ximmMmmmvfc 0 m&m&kibuto r. 

^7K(2. 8ml), 5N7K^b^-hy^7K^m(2. 8ml),7k(14. 0ml) «rJE2fc&Dj£, 
1^(4. 65g, ^*#j)£r#7i 0 

X H-NMR Spectrum (CDC1 ) 5 (ppm):l. 34-1. 43 (2H, m) , 1. 87-1. 9 

3 

0(2H, m), 2. 02-2. 08(2H, m) , 2. 25(6H, s), 2. 31-2. 50(7H, m) , 2. 
90(2H, m), 3. 14-3. 27(1H, m) . 
ESI-MS(m/z) :186[M + H] + . 
[0129] (MitMZ) N. N-^^/W-N'-^/K^pa^-I. 3-^T$^ 

N, N-v^^/V-l, 3— ^nA^^T^dO. 0ml)i:MJ^^/VT^(10. 0ml) 
O^h^tKn^^V (150ml) 7K^T^nn^W^"/V(5. 15ml) ^Ifbfc 

^/v (200ml) ^#?u ^^y-zA-e^M^, ^jit^u mn^mytm (8. 

90g, ESI-MS(m/z) : 189)£#fc 0 ^(Dm^TY^Vn^^ (200ml) t^fi? 
£i§T, 7k^*#T, 7K*^T/^^>y^y^T7A(2. 00g)^#^^^Px.7i o 
MT, ^tl&mU^l5ftmWkm&. 65°C-ei. 5B#r^«#Lfc 0 M^fe^U tX 
(2. 0ml), 5N7X^^hy-yi»7X^«(2. 0ml), tX(10. 0ml) ^Px., 7 k&fcplR# 

mvtvokvxmmfc&m o. 2 g , 72%)^#^ 0 

'H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 01 (6H, t, J = 7. 0Hz), 1. 65(2 

3 

H, m), 2. 42 (3H, s) , 2. 47 (2H, t, J = 7. 0Hz) , 2. 51 (4H, q, J = 7. 0Hz) , 
2. 62 (2H, t, J = 7. 0Hz). 
ESI-MS(m/z) :145[M + H] + . 
[0130] mi£M8) (4-«<^yV »7tf^^ Zvd£ ^±zk J- 
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>- (300ml) icmM^s 7K7km#>MT, ^KhV^/VTV^(8. 25ml)£-<^:/V 

W&^ftfc^fr (200ml) tm^ulM^7^m^-hV^^yk^m doomi) ^mi^f'o 9r 

^Lfc##jg^r|&fP^^7Km^-hy^^^lR(l00ml) , tK (100ml) , f^P^igTk 

doomi) -e^bfcfK «-7-hy^-e^Mbf' 0 iM^raiH-^r^w, 

^|B>fb^(8. 19g, ^*lft)^feW^LT#fc 0 

'H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 28 (3H, t, J = 7. 2Hz) , 2. 20-2 

3 

. 85 (4H, m), 3. 26 (2H, m) , 3. 48 (2H, m) , 3. 85 (2H, m) , 4. 19 (2H, m) 
, 7. 41 (5H, m). 

[0131] (1^19) 1 - (Tif ±*£s= 1 — <>V) - 2- (4— <^yW/H^7vV- 1 -^/V 

(4---<^yV/Vt 0 ^7v ? ^-l-^'/V)Tir^^^ Tv-K :r.^/Kr.;*7vv(8. 19g 
) \Z.^/—;V (300ml) ^tK (50ml) JtmttM.^ tRtK^SIT, imtiW^VMl 

. 34g)^p^io^r B m#bfci 0 MJS»^ia^-e#M$^r, 24^ra»#Lfco in 

^(55. 9ml)^P^.fc^, S^^ffT^U^ #t>tvfcaS^^^y— /V(2 

oomD^px.fco wmb7>^^£i-^h£MCT^Uh 0 ^^Mraii-f-^^ 

^£*9, ft^^(Z)(4--<^yV/V-t:°-<^v ? ^-l--r/k)Tir^^^ T^K(8. 

6g)^6^@#:£L-c#7co ^*#ffl^r, ^a-e(4-^yv/p-t°^^-i- 

^/V)T-fe^5/^ TVK (2g)^N, N-i/^/Vfr/VJ*T^(80ml)$:J)\lZ.fc&, T 
H^-i?^ 51g), MJ^/VT^(4. 49ml), 1 (3- 

^/VT^/-7u\f;V)Jj/V^M^ ^^^(3. 09g), 1-fcKndriX^^yMJT^— 
/K2. 18g)^jlR^P^, ^a^66B#r H W#b^ 0 ^^^^^/V ( 100ml) t 

tMfp^^*-7-hy7^^(50mi) zimz.xtmLito mmm&ma&k&fcm 

^-hy V&iMmt (50ml), 7k (50ml), tM^P^TK (50ml) ^Ill«#b7>m, 

/^^A^n-^h^^— (Fuji SilysiaNH, ^m^;^^^)-e**Mb7t 0 @ 
W^B^^J±a*ii-^r^^J;^#btt/iM^^^/^-^(10ml)^Px. 
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'H-NMR Spectrum (CDC1 ) 8 (ppm) :2. 40-2. 80 (6H, m) , 3. 03 (2H, s 

3 

), 3. 47 (2H, m), 3. 83 (2H, m) , 4. 06 (2H, m) , 4. 22 (2H, m) , 7. 30-7. 
50 (5H, m). 

[0132] m&MlO) 1 - f2- (Tif^v^- 1 -4--<^i?/Vti°^i» 

Sifffl^T^ 7k^HkT/V^^y^A(405mg) Sr^C*^*P*#TWh7t: 
KW^UOml) Kmm^fc^, 1- (Tif^V-l-^f/V) -2- 

1 T/V) (730mg) kTh^KF*?^ (5ml X 3) %Mx.tz. 0 

^m60°C-e3B#^»#Lfc o MJ^IS^a*-e^*Pb^, 7K(0. 4ml), 5N 
7K^k^hy^7K^(0. 4ml), 7k (1. 2ml) 13H#F«#Uh 0 £fj£$c<D 

^^i^-fh^MCT^SUU rtL^^^/K 100ml) -e^b7b 0 
JEEe*^«rfclCJ:5m^4fc©^JB>fb^ (687mg) $&n&M$t'&tlXfflt 0 
ESI - MS (m/z) : 260 [M + H] + . 

[0133] (IM1D i-r2-(7^y-i.-^)x^i^^y 

1 - [2- (T-Ef^vV— 1 --f/V) ^^/V] -4-^y;/;VtX7^y(687mg) 
7— /K30ml) icmm^, rr^20%7K^k/^v ?I >^^(372mg)^Px., tK 
3(fJnJEET(0. 4MPa)-ei0H#r^«#bf' o ftfegfcSr^BUU /i^gfc^Wto ^> 

?S^4N*ftfift-g^Bft^/V(l. 33ml)^Px.-C«#b/c 0 «#T, 2Sl*3&«JEEU ft 

ESI -MS (m/z) :170[M + H] + . 

[0134] mmmi2) 2-r$y-4- (2-^/v^-p-4-^hp^/^»^y^ 

2-T^y-4-^nnt°yv > ^(8. 00g)^N-^VMfnyK^(65ml) fcjgflMHir, 2 
-77V^-n-4-— hn^ai/— /V(19. 55gh N, N- v ? ^y^ 0 titV^^-7VT$^(4 

3. 36mi)^px.Ti60°c^T4m#rHm#b^ o R^m^u^x^m, wtm^- 
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z&u munm-r^tKx<o,mmit^m(3. 02 g , 2o%)£?Le^gr t §,^LT# 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :4. 52 (2H, brs) , 6. 05 (1H, d, J=l 

3 

. 6Hz), 6. 30(1H, dd, J=l. 6, 5. 6Hz) , 7. 20-7. 30(1H, m) , 8. 02(lH 
, d, J = 5. 6Hz), 8. 05-8. 15 (2H, m) . 
[0135] ( M&M 13) 3-f4-(2 - -7;Virn - 4 - ~ hHZ^Z±^) E°y - 2 — <AA - 1 
1 - (l-^/Wfc^US^-4-^/M *yuT 

2- T5y-4-(2-^/V^-n-4-^hn7^/dri/)t o yv ? ^(200mg) £r^^#B 
^T, ^h9fcKn7^(8ml)^#?&ii\ ^i&"CMJ ^/KT^ (0. 336ml) 
n3rg£7^/K0. 302ml) StftTUfcH. 30^W#U-c o SJ£?££rS£JEEai«tLT 
#e>ttfcaS^N, N-i^^/V^KAT5K(5ml) ^?&T?N-^/V- 
N- (l-^/M^y>V-4--j7V)T^(0. 467ml) ^PX., A^m^tWU^ S 

SS*ISr«EE*«fb, #btt^^Sr>y^y/^9A^n^K/97>f— (Fuji Silysi 

^J;^fB^#J(245mg, 75. 5%) 3rjtfe@f*£L-C#fc 0 

X H — NMR Spectrum (CDC1 ) 6 (ppm) :1. 50-1. 70(2H, m) , 1. 79 (2H, 

3 

m), 2. 04-2. 13(2H, m) , 2. 29(3H, s), 2. 88-2. 98(5H, m) , 4. 09-4 
. 22(1H, m), 6. 66(1H, dd, J = 2. 4, 5. 6Hz), 7. 26-7. 35(1H, m), 7. 7 
4-7. 78(1H, m), 8. 06-8. 13(2H, m), 8. 13-8. 19(2H, m) . 
[0136] ( Mrff'l 14) 3-f4-(4-T$/-2 - V/V^m? £ / df~» fc» V >V - 2 - dVk] ~ 1 
- j±7k ~ 1 ~ ( 1 ~ ^JfV^^PJ-y ~ 4 - ^7V) I^T 

3 - [4 - ( 2 - -pfVUrxi - 4 - — )>£r7 ^ ^) t°y >V - 2 — f/U] - 1 - - 1 - 
( 1 -p^/Mf^y vV-4 — 17V) (243mg) ^TY^d^xry^y (6ml) 
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m&uj±mmvxmhtvtc.^m$:, i/vx^x^pu^b^^—iFun snysia 
mg, 78. o%)*mn&fo^ibvxw^ 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 70(2H, m) , 1. 78 (2H, 

3 

m), 1. 98-2. 18(2H, m) , 2. 20-2. 38(3H, m) , 2. 82-3. 02(5H, m) , 3 
. 75 (2H, m), 4. 08-4. 26 (1H, m) , 6. 45 (1H, dd, J = 3. 2, 8. 4Hz) , 6. 4 
7-6. 66(2H, m), 6. 97(1H, m) , 7. 17(1H, brs) , 7. 65(1H, d, J = 2. 0Hz 
), 8. 03(1H, d, J = 5. 6Hz). 
ESI - MS (m/z) : 3 74 [M + H] + . 
[0137] (ftitigflHlS) 4-^Pnb°Uv ? ^-2-^/V^^>V— 1> 

4-^nnt 0 y^y-2-*;^>'!Jj/^ Tv-K (39. 4g) tMAt^^T^V (64ml) <D 

?M^^^##H^Tioo o c-e60#rsl*n^#b^: o s^^s^-e^SJb7t 0 

^b-r o^jp^o s^^^?a-e25. 50#r^*#bfc o Rf&m&M&mmvtco a 
mu$mfo~?m&u m*mm*rbvvj*xm l Mistc 0 mm^^mm^m&m 

U ^fe«^LT^M^1^3(38. 8g, 83. 6%)3r#/c 0 

X H — NMR Spectrum(CDCl ) 8 (ppm) :1. 46 (3H, t, J = 7. 2Hz), 4. 50(2 

3 

H, q, J = 7. 2Hz), 7. 49(1H, dd, J = 2. 0, 5. 2Hz) , 8. 15 (1H, d, J = 2. 0Hz 
), 8. 67(1H, d, J = 5. 2Hz). 
[0138] (M1^I16) 4-(3-^/V^-P-4-^hP^/^»b° i ;v ? >--2-^/V^ 

4-^nt°y^-2-^77V#df-^i/— h(i9. 4g)^3-^/V^-n-4-^h 
;V{24. 7g) ^nn^<^ifV(7. Oml)^JP;?u i;fX^lfi#H^Tl20 o C 

-e4B#r H ^p|^*#bfc 0 s^^^^tu*-e^*Pb^ 0 ^r^g^^^/v (4oomi) , m 

(4oomi) ^px., ^ti^ux27mmmw^tc 0 
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: mm^^=2 : 1—1 : 1 -g^gg^/k) TEflftUfco g W^^ItU 
mfe»^^bT^ja^#>(l2. 9g,40. 2%)£#fco 

X H-NMR Spectrum (CDC1 ) 6 (ppm):l. 45 (3H, t, J = 7. 2Hz), 4. 49(2 

3 

H, q, J=7. 2Hz), 6. 97-7. 01(2H, m) , 7. 16(1H, dd, J = 2. 4, 5. 6Hz) , 
7. 79(1H, d, J = 2. 4Hz), 8. 20(1H, m) , 8. 76(1H, d, J = 5. 6Hz) . 
ESI-MS(m/z) :329[M + Na] + . 
[0139] m&Ml7) 4- (4-^^/V^-dr->^/V^/VT$y-3-^/V^-P^ J i/dr-»b 0 

rc^/V 4- (3-^/V^-n-4-^hn^y^)t°yv ? ^-2-^7/V^^— h(8 
. 56g)<Z>^y— /V (150ml) ^^^20%^K^^^> ?I 7^*(1. Og)<SrA*K>fc 

3tf#BB^tT^a-csjs*^9. 5B#r 3 m#bfc 0 i«^suL7i 0 6imt^- 
@^^^/v^(i4mi)^px., z.ti%mmvtc 0 &m-t-&mKmm&ittbf'o 

M*(75mlh Tirh^(150ml), M^tby^(ll. 8g)^Px.fCo ^ttS^fC?& 

T-e*#u ^^/k^^/v^/v ^nyK(6. oomi)^px.7t 0 

^y^7^>^7A^o^h^77^- (^tii^;— 7°^: g^^m^-/V= 1:1 — 1: 2— @£ 
^^-/v)^»SLfc 0 Btt^W#£«JE$g*&Ut, ^^fcH^^I^^Px. 

m^x, m.fi&mW-t\,x^;v 4-(4-^>-v ? /v^-^7J/^— /vr^y-3 

-^/V^-d^ ; ny^)t 0 yv ? ^-2-^/V^^— M7. 51g, 65. 4%)£#fc 0 
'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 43 (3H, m), 4. 45-4. 52 (2H, 

3 

m), 5. 24(2H, s) , 6. 87-6. 92(2H, m), 6. 99(1H, dd, J = 2. 4, 5. 6Hz), 
7. 35-7. 45(6H, m) , 7. 65(1H, d, J = 2. 4Hz), 8. 19(1H, m) , 8. 60(1H 
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, d, J = 5. 6Hz). 

-2-*/W#^V-K7. 95g)^^y— /K 120ml) * (25ml) 

X.fc 0 ^M~C*#T, ^^^by^^A(783mg)^Px., ^U^lHt^Wbfc 
o S^^lN^(60ml)^nx.fc^, 3£jEETfc«*tUfc„ 2t«L BC^^W 

ih&^-y-i/iz.mm^x, z.^^m^tz. 0 ^^^mu mm^^t^x 

lWfe(5. 04g, 72. 0%)^#fc o 

X H-NMR Spectrum (DMSO-d ) 8 (ppm) :5. 18 (2H, s) , 7. 08 (1H, m) , 

6 

7. 23(1H, m), 7. 24-7. 46(8H, m) , 7. 75(1H, m) , 8. 59(1H, d, J = 5. 6 
Hz), 9. 59 (1H, s). 

[0140] m&Ml8) tert-^/V f4- (4-^y^»^^;^'-;P7$ / - 3 - 7;^ 
^-p^/^»h 0 'Jv ? ^-2-^/Vl^7/W^^— }> 

4 - (4 - ^^v'/V^-df-^/V^^/VT^y - 3 - ^/l^n^/drvO fc°y - 2 
/WaJ?df->y y ^ TVK(5. 04g) /V(50ml) hV^ 

. 13ml) %M%., ^m#ffl^T^a-e30^^«#bf' o *rtf>&, 90 < C-C305>, io 
0°CX4mmMmm:Wl.fc o fcfom&^UlkXft>M^fc 0 @1^^/K25ml) 

3. 92g N 65. 5%)3r#fco 

'H-NMR Spectrum (DMSO-d ) 8 (ppm) :1. 42(9H, s) , 5. 17(2H, s) , 

6 

6. 62(1H, dd, J = 2. 4, 5. 6Hz), 7. 01(1H, dd, J = 2. 2, 8. 8Hz), 7. 21(1 
H, dd, J = 2. 2, 11. 2Hz), 7. 35-7. 42(6H, m), 7. 70(1H, m) , 8. 14(1H 
, d, J = 5. 6Hz), 9. 53(1H, s) , 9. 83(1H, s) . 

[0141] (MatMlS) cSk^Ltk f4- (2-T$/b°y> ? ^-4-^^-^riy) -2-^/v^-p^ 
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4Nmm-mm^/isf&m(i20nd)%m±.'v%tMi,ft o ^tf#r, tert-^ 

^i&-C3. 5B#r^«#bfc 0 HJS^Sr^i£E«l«lbfeo r^B^Bfe^/W 150ml) , m 
(5:1) tOU^-tfrfCo JfefiSr^, ^^-^^/V^^(5: l)-C?5fc#L 

tco ^.tizmnxmrnMu &M&&&tvxmmfc&to(2. 93 g , 95. 9%)& 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :4. 49 (2H, m), 5. 23 (2H, s), 5. 9 

3 

5(1H, d, J = 2. 0Hz), 6. 26(1H, dd, J = 2. 0, 6. 0Hz) , 6. 84-6. 90(2H, 
m), 7. 00(1H, m), 7. 34-7. 42(5H, m) , 7. 94(1H, d, J = 6. 0Hz) , 8. 10 
(1H, m). 

ESI-MS(m/z) :354[M + H] + . 
[0142] (m^M20) \4-(3-7;v±n-4-{[l-U-7;v3rv7^^/vjj7V 
i/>?v-zfxi^*?v-m~?V\ Z^ZLZ^ t^J 2^ - 2 - d^k] - N - 2 

^^/V [4- (2-T^yt 0 yv ? ^-4-^/V^-^-iy) -2-7;Vtn7x^]*;W^ 
^-Kl. 25g)(D^h9tKi3^7^(100ml)^^^hy^/VT5^(l. 48ml). 7^ 

-;v >rmi&iv*<— hi. limd&fiu^m&ximmmwvtco fcmm&mm^ 
wtrhvpJrtmkL.ito mm&m&u m^m^mt^x^^/v n- [4- (4- 

^^/V^^v-^77V^^7VT3:y-3-7/V^-n7aiydri/) t°y> ? >'-2---r/v] -N 
- ^aiy^r^/V#^7V^7/W^— h(D3g.f$^#fc (ESI - MS (m/z) : 6 16 [M + N 
a] + ) 0 r.tbSr?-h9fcKi379^ (200ml) fcffiftMSiir, 20%*^b^> ?, 7A(497m 

^^-egfe^Lf'o ^£20mlfcfc53rCai*gU N- [4- (4-T^y-3 
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- y/u^rn^^y^y) t°y ^ - 2 - -tvv] — n— 7 3r^#/v^~/v#/w^— h ( 

ESI-MS(m/z) :482[M + Na]"\ 941 [2M + Na] + ) (D^b^tKn^^^ 
Wto rtL^N, N-^y^/MJvKAT$K(50ml) ^^$-fr7t 0 {4-7 ;V 

^vi7^^;v%jv/^^;v)i/?vi^v^y'Jj/v?$3ci/yy? 7VK(1. 58gK ^<^/ 

hyry — /v- 1 -^/v^i/hv* (V^svtks) ^^^/k^-a^ 

h(3. 13gh hy^/KT^>(0. 987ml) ^Dx., ^a-ei3. 50#^«#bf' 
^yjjf/Vjjy^n^ytfJ?^— (r<f#^: B»^/V=3 : 2—1 : 1 — 1 : 2) "C 

mmu m&mvtmt^xmmik&m (940m g , 40. o%)^#^ 0 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 68-1. 76 (4H, m) , 6. 90(1H, 

3 

dd, J = 2. 4, 5. 6Hz), 6. 95(1H, m) , 6. 98(1H, m) , 7. 03-7. 07(3H, m) 
, 7. 18 (4H, d, J = 8. 4Hz), 7. 25 (2H, m) , 7. 38 (4H, m) , 7. 48 (2H, m) , 
8. 27(1H, m), 8. 46(1H, d, J = 5. 6Hz), 8. 75(1H, s) , 9. 40 (1H, s) . 
ESI-MS(m/z) :687[M + Na] + . 
[0143] m&M21) £±Jk 4-?vtt a Vi/^-2-iJ?V7$^U— V 

mt^^/v (soomi) &^i&-c*#u ^])>m(200g)^^KMxJt o 

ffl^T, S^fe85°C-e20^^«#b/' o $^^100°C-ei57B#^»#bf' o Rfo 

0ml)^r^o<«9^P^c 0 >k?ft?S^llTO«#L7ifL ^^17. 5R#^a#b/t 0 
HJ£«^l£|ftML a»^^/V:^h7tKn^>-=2:l(l. ODirlN^K 
^b^hy^TK^ (500ml) J^IEUc 0 TkJB^H^fW (500ml) ^2[U^m 
Lfc 0 fc:fr*fc^$£S££&ft]^ik* (500ml) TiSfc^U M^K^^hy^^^^^b 
/to Itil^bT^^fc^^^l^ (200ml), i^xf/vx^ (40ml) £r 

^px.t, mn-^i3mmmw^tc 0 m^m^sm, ^-y-^uoomi) - 
^^/v^-^/v(20mi) m&mm^mitfcfristio 5»^at^ftt5rtia^ 
mm^mw-tvxmm^m(i82g, 65. 2%)^#fc 0 

'H-NMR Spectrum (DMSO-d ) 8 (ppm) :3. 99 (3H, s) , 7. 83 (1H, dd, 
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J = 2. 0, 5. 2Hz), 8. 09(1H, d, J = 2. OHz), 8. 70(1H, d, J = 5. 2Hz) . 
[0144] m&M22) 4- (4-TS/-2-^/V^-p^/^)b°Uv > ^-2-^/V^>-y-y 

^-n-4-— ha^y— /k(41. 2g) ^nn^^i?V(24ml) 
*#HMTl20 o C-e4B#^*#L7i o KJ&K&^mtcMUfc^* *9S—J>V (100ml 

0ml) blN7kWtf\rt'h})VJ*7j$®& (150ml) -e#BBbfc 0 ^Lfc^jB^rlNTK^ 

^^hy-> atk^« (loomi), tafo^^K d50mi) -e^^. myKmrn^-w^x 
m^tc 0 mm&MJ±mm£, #^/bas^^y-/K2oomi)^p^, 305^ 

j»#Uc 0 @fl*£:5$tU^ #^fc^^>y^y/^^^n^h^7^- (Y 
MC, SIL-60-400/230W\ mmW.;^-?$>-MWi^^=l: 1) ^J;«9*t®b 
/to @ W^W^Mffimif U #^7^@^_hfE@#:^^^'^^J:<94- (2 

-^/v^-n-4-^hn^ ; ny^)t o yv ; ^-2-^/v^^y5/y tvk ^ 

^/v(2o. og, 40. o%)&m^&mfcbvxmtio 

±M%nWfo (9. 90g) %*#S~-J>V (340ml) i^h^tKn^^ (340ml) t^^^-^r 
fcM. 20%7kS^/^v*7A^(2. 4g)^Px., ^m#HMT-ei6B#^«#bf' 

-mm^/^(4. i8mD^jnx./ciL mmmmir%^bK£vm.*k)&w<Dmm4k& 
mm. 5g)&ifen&mfok\^xmc 0 

ESI-MS(m/z) :263[M + H] + 
[0145] (Mi^'123) 4- (4-^>V;V^^^?Vy$^VT^;-2-7/V3rri7^;3cU)\i° 

4- (4-T^y-2-^/V^n^/^)t°yv ? ^-2-^7/V#^>'y^ TVK 
;V tt^/Vill. 5g)?rTirh^ (340ml) (170ml) t31^$^:fc 0 ^<D^B. 
j£»J^7k*-7"hy^(17. 3g)^Px.,7lC7K^^T, '<lsi?A' ^nnW 

-h(9. 79mi) srjnx., i5^r^«#bfc 0 sj^^tu^imu^ 20#r B m# 

Vfto RfoW^7k7kmft>MT s -^vW ^nq^-b(2. 45ml)^$&,{^Px., 
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(200ml) ^P^LT^gab^ 0 ^bfcW^jg^ (100ml) , 
m& (200ml) -«itU «EE*«^hy>^-e^bfc 0 ?§$i^J£g5feU^ # 
hfltimW-KWM^^ (50ml) fc^M^ (30ml) ^Px., |§»-*fc 0 @f*£^> 
IfrUhfL ii^^Mi-^^^^i^^M^^O. 6g, 70. 6%)^ffei#:i:Lt 

X H-NMR Spectrum(CDCl ) 5 (ppm) :3. 95-4. 10(3H, m) , 5. 23(2H, 

3 

m), 6. 84 (1H, m), 7. 00 (1H, m) , 7. 11 (2H, m) , 7. 34-7. 50 (5H, m) , 
7. 56(1H, m), 7. 62(1H, m) , 8. 59(1H, m) . 
[0146] (M\^m\2A) 4- U-^^/V^r^z/Jj 7l^vVT$ y ' — 2-7 2k±HZ^2±M^ 
U> ? >'-2-^/V^^';-y^ Z2H 

4 - (4 - ^^/V^v^/V^/VT^/ - 2 - 7x7^;/) t°U — 2 — * 

/V^drv-U^^ Ti/K rc^^/V ( 10. 7g)^^7— /V (450ml), N, N — i? 

^/V^/VAT^K( 150ml) ^mm^f^ 7K (75ml) k7kWHtV^J*(l. 36g) 

^px., ^mx-immmwvtio lN^doomD^px.^, Bu&m&mmwkffiL, 

, g^gg^yv ( 500ml) ^JP^T^iafL Wmbfc@{*^>IfrUfc 0 #£>*bfc@ffc£: 

tK^— ^^i&m^iL M^MWho ^-e#^fc«<D#as^zK(ioo 

ml X 2) , f^P1»* (200ml) ^fcm^L &7k#ft&^hy ?A^S£4&Ufco 

«r3fe(-#e>ti/7t@^^^. 6ow—m&m~rzz.bK£v. mmfc&to(9. 53 g 

, 92. 3%)&&&&3ikLXfflZo 

X H — NMR Spectrum (CDC1 ) 8 (ppm) :3. 32 (1H, brs) , 5. 19 (2H, s) , 7. 2 

3 

1(1H, m), 7. 25-7. 58(8H, m) , 7. 64(1H, d, J=12. 8Hz) , 8. 59(1H, d 
, J = 5. 6Hz), 10. 18 (1H, brs). 
[0147] («Hfrl25) f4~ (4-^^/I^^#/^~/KT$/- 2zzZZk£HZ^2±>^ 
fa°'>^V-2-^/H;fr7W^y^ T'>K tert-^/V ^jr/k 

4 - (4 - ^sl?;vtti/j}/VT$=-/VT^; - 2 - iTVi^tn^y^) t°y ^ - 2 
/Vj$*ri/Viy? Ti/\* (500mg) fctert-^^vVTVl^— /V (5ml) fcg&fc&iirfc^ 
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S*#fflMT^^tB"ehy^/^T$^(0. 457ml), i?7^~;V&Xfc));V T*JY( 

o. 3iomi) &mtl^ i. 5mmmw\^± 0 H^»3o°c^-e#?a^iB#r H w#b^ 

H^^60 o c*-e#ta$^r30^r^«#bfc o a£^7o°cire#?u£*3o^ 

LfcfL S^«^^«-e^Ll5B#^«#Lfc 0 HJ»£g£gt^/W50ml) i 
^P^^7K*-7-hy>^7K^(30ml)-e^SSbfc o ^J8£*(30mlh fifrfo^ig 

7K(30ml)-CJl|R^^L, MTKift^hy^A-e^Mb^o ^^JM^utfL 

#^^c^S^>y^^/V^^^n^h^^— (Fuji Silysia NH.MS;^ 
SSi-^^f/^-T/V (3ml) t^y-> (3ml) ^P^.T^^$-frfc 0 @{*^>lfr 

utM, m%mmrr^t\z.^o, mMik&m&nm^ 46. 6%)^^-fe@#:^b 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 49(9H, s), 5. 22(2H, s) , 6. 46(1 

3 

H, dd, J = 2. 0, 6. 0Hz), 6. 77(1H, brs) , 6. 99-7. 14(2H, m) , 7. 28-7. 
48 (7H, m), 7. 52 (1H, m) , 8. 06 (1H, d, J = 6. 0Hz) . 
ESI-MS(m/z) :476[M + Na] + . 
[0148] m&M26) U- (2-T*;^PJ>-4-^;V±*^) -3-7/V*v7^/V^ 

4N^^-g^^^-/V^M(30ml) 7*C^?&^*PT'C[4- 

/V^^/VT5/-2-7/V^n7^/^>')t o yv?^-2-^/V]^7/W^55/^ Tv-K te 
rt-^/V ^^/V(510m g )^Px.fc o ^»^a«#fc^/>m, 161^1 
flH$Ufc„ SJiS^iC^^/^— T^/KlOml) ^5N*^b^-hy^A^« (1ml) £ 
flPfc, 30^W#Ut o ^bfcWM^fP^^7K*^hy^A^K^(20ml), 
7K (20ml), f&fp^ifck (20ml) T?i5fc#U ^^^y^^f^Ut, 
OT^m, #fetU^»SESr>y*y/^9^13-rh^97-f— (Fuji Silysia NH, 

fc 0 ibtLf^giC^xf/H-T/V (4ml) £—df 1^ (6ml) ^Px.TW ttJLTV ^ 
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mg, ii. 7%)&mm&ffiMt\.xmz. 0 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :3. 35 (2H, brs) , 5. 19(2H, m), 6. 1 

3 

4(1H, brs), 6. 69 (1H, m) , 7. 30-7. 52 (6H, m) , 7. 66 (1H, m) , 7. 83(1 
H, m), 7. 97 (1H, m) , 10. 24 (1H, brs). 
[0149] m&M27) 14- f4- (^y^^^^M'^VT^) -2-7 7^07x7^^ 
lb°';> ? ^-2-^/V}-N-(7 J i7^^/V^/V)^/W^-y^ T'>K z^zk 

[4- (2-T5/t°yv 5 ^-4-^'/V^^) -3— 7/V^"i37ai— Tv- 
K ^O-^/V o^r/Kl. 0g)(D^h7tHW7^(25ml)^^7K7k^*PT-eh 
yn^fvKT^(0. 983ml) .^tm^^-MO. 884ml) ^)lR^Px.fc 0 

sr^?a-e3o^Mjt#b7to ^mm^mm^^xmmm, mamm^m^hv^ 

ESI-MS(m/z) :616[M + Na] + . 
[0150] mmM28) U- (4-T$/-2-7/^P7m/^)fcrU^-2-^l-N- ( 

{4- [4- (^^/v^-dei/^/v^/p-r^y) -2-7/v^-n7cnydrv/]t 0 y^-2 

— ^T/W— N— (7m/df-^/V^/k) TVK 7i^/V ^;*7VMfi£ 

j£®J ( 1 . 945g) (D^h9tKn79V (100ml) ^^20%tK^^^v ? '7^* (79 

ESI-MS(m/z) :482[M + Na] + , 941[2M + Na] + . 
[0151] («Hfrl29) f4- (2-37/V:j-Ei-4- I fl - (4-7;VtP7x^^;W^^;V) 

v^H2lH£i>^Zk^!^ZldZ^ZL2^2±v^ t°y vV-2-^7vl -n — {T^J^sJl 
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[4- (4-T$7-2-^/V^-n^7^i>')t 0 y^-2-^/V]-N - (7 '^y^jj /V 
&^A,)jjA,s*$y? Tv-K ^.^T/V^^mmil. 617g)^N, N-v^ 

^/V/jvW^T5K(25ml) t^^^rTto Si!#fflM~r\ l-(4-^7V^-n^^7V^7 
/V/^^/l^yn^n/^^/V/J^^y^y Tv'KU. 26g), hy^^/vr^(0. 7 
86ml) „ ^>y>!J7/-;V- l-^f/l-ttishVX (v^^WT^y) ^^f- 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 50-1. 80 (4H, m) , 6. 89 (1H 

3 

, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 50(17H, m) , 7. 75(1H, dd, J = 2. 4, 12 
. 0Hz), 8. 14 (1H, brs), 8. 44 (1H, d, J = 5. 6Hz), 10. 05 (1H, brs) . 
ESI-MS(m/z) :687[M + Na] + . 

[0152] mrnmso) 2-wu- <^±2kZi2i±M t^u^- 1 =am m^ML 

5/1-4— (2-^7^P-4-^hP^7 3 i/^)b°yv ? ^ 

2 - T^y - 4 - (2 - 7Atfr n - 4 - =- bv7 ^-J t°y ( 1 2 5mg) £r^t#B 
MT, ^h^tKn^^V(2ml) ^$¥£^fc 0 7K7K^MT^hy^/VT5^(0. 2 
10ml) , ^Pn^i7x^;V(0. 189ml) SrlTLfc, ^S^T20^*#LfciL 

^/V)t°^y^ ^^^^(648mg)C0N, N- v^/V^/VAT^K (5. 0ml) 
tH^^/VT^O. 985ml) ZMX-XZ. S^m&tWUt* WfcW&tiftk^fl'tfo 

-f— (Fuji Silysia NH, ^ffi^;@^^/V:^:/^>'=2: l~g|sIfcn^vVO 

m&ttz.b\a&mmi\&m (i83m g , 87%) 2r$mfe^tL-t#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm):l. 10-1. 30(2H, m) , 1. 60-1. 

3 

90(3H, m), 2. 10-2. 20(2H, m) , 2. 2l(6H, s) , 2. 80-3. 00(2H, m) , 4 
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. 00-4. 20(2H, m), 6. 64(1H, dd, J=2. 4, 5. 6Hz), 7. 26-7. 40(2H, 
m), 7. 72(1H, d, J = 2. 4Hz), 8. 00-8. 20(3H, m) . 
[0153] (M^M3 1 ) 4 - (4 - T$ 7 - 2 - 7;^P7x - 2 - f f4 - £^±ZkZ§ / * 

gvk) t°-^y >v- 1 — ^vi/| azk^i^zk^ZL^ILk^ 

2- {[4- (v ? ^/kT^y^/v)t°^yv ? ^-i--r/v]^/^-/vr^y}-4- (2- 

^/k^-n-4-^hn^ydriy)t 0 >Jv ? ^(183mg) Sr^h^tKn^V (20ml) fcSgfl? 
$^c 0 20%7K^^^^"7^*(123mg)^Px., **#B^T-C-1«#L 

ESI-MS(m/z) :388[M + H] + . 
[0154] (MHfrl32) 2-7°nbVV 4-?uu\i°W>-2-j3/V^3ci/)/— V 

A-?uu\i°y^Z/-2-$)/V^3ci/yy? 7^K(5. OgM^fb^J"— /KlOml)£- 
*P^.TlOO°C-e30#P H W#bfc o S^^^^-e^PL7t#, ^ffim^ibfCo tRtK 
^£PLfc2-:7 0 in/V— /V(50ml) ^M^PX.fc#, SJ^«^?U-e-^#L 

;vx.isT*ikwut&^ nhfhtmm&m^mrr^t\z.^^ mm^m(6. i g , 
96%) zfatemwrnb^xmco 

X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 43 (6H, d, J = 7. 2Hz) , 5. 35 ( 

3 

1H, m), 7. 48(1H, dd, J = 2. 4, 5. 6Hz), 8. 12(1H, d, J = 2. 4Hz) , 8. 67( 
1H, d, J = 5. 6Hz). 

[0155] (imffj|33) 2-^°PbVV 4- (4-^hP^/^v-)b°';v ? ^-2-^/V^i>-W— 
h 

4-7not°l)^y-2-*;V#'^- h(3. 13g)^nn-<^ifV(9 
. 5ml)Kmm^tLo 4-^hn^y— /V(3. 28g) £#P;iT120T;^23B#P B W# 
Lfc 0 4-^hn^y— /Hi. 09g)^Px.T120°C-e3B#r^*#bfc o a&f&Sr^iS. 
«^bfc Q S^^^^/K50ml) , lN^^hy^*?§$:(50ml)&- 
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Sr^HHU lN*MMb^-W^*jg?R(50mlx3), tMfP^TK (50ml) -ejl|«^#- 

^y^n^h^yy^—mmm-,^^>:wm.^/v=2-. i~i:D \z&yi&mjfc. 

o gW^W^raiiUMiE^;Mi-S^^^J: J 9,^M^#)(2. 147g,45%) 
X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 43(6H, d, J = 7. 2Hz) , 5. 34 ( 

3 

1H, m), 7. 10(1H, dd, J = 2. 4, 5. 6Hz) , 7. 20-7. 25(2H, m) , 7. 75(1H 
, d, J = 2. 4Hz), 8. 31-8. 36(2H, m) , 8. 72(1H, d, J = 5. 6Hz) . 
[0156] (%tigflU34) 4- T4- (^>V/V±*i/jJ/V^^/VT^S)7^S*^\l°^J>-2- 

2-7°nt°/V 4-(4-^hn^y^»t°iJv ? ^-2-^7/V^=3r^lx— h(4. 5g)£r2 
-^n/V-7V( 100ml) -7^b9tKn^7>^(50ml) ^#?£-£rfc„ 20%7l<Mfc/<9 
05g) 7K*»ffl^T-e-^#b7t 0 ftfejKSr^BrJU Th 

9tKn^9^, ^^7— /V-CJlK^C^LfCo «^Nifig|(7ml)^P;t7^ 
*gUh„ #fe^fca»T-feh^( 100ml) -7K(50ml) ^^$^ 0 TkTk^Mfii 
#T^^i-^7K*-7-hy^(8. 4g)<ir#f>Mw5JPx.7Co #CV^-<^v?/v 
mfvk*— M3. 5ml)S:ITLfc, KJ&$t£#* fcg?a3rC#?B.LT2. 5B#F^«# 
Ut a ^^&«ffi**gUfc, ^^B^tpaS^7K(l00ml)-e#f5Lfc o RfiM 
tH^&U 2k (50ml, 30), ^M^(50mU 40) -CJl&ifc^LfcfL ii^tS£*fc 
Uc 0 fi^tfe (8. 17g) Ss^JV— /K 100ml) -7k (20ml) fc!KiK£i2rfc„ ^iBfcT 
7k^by^ r 7iN(718mg)^Px.T-^#Ufc 0 S^^lN^(30ml)^P^. 

7^^Lfc@f*£;fctH^ g^^^/v : ^^=l : l (50ml) iz.mm^fc 0 @ 
ffcSr£8tUfc8L 7k, v?^/^— ^/V:^driJ-^=l:i-egfe^L7c 0 lB#ffiiI^Cip£ 
ffife^. 60 o C-e48B#^?a®^Mi-§C\^^i«9, ^®ffra^(5. 062g, 93%) 

^m^tuxntio 



WO 2007/023768 



100 



PCT/JP2006/316331 



ESI-MS(neg. ) (m/z) :363[M — H]~. 

[0157] m&M35) (4- f (A-^i?/vJr^y*;vy$~;vT^/)'7^;*^WJ>-2 

4- [4- (^^/v^^^/v#^7VT5y)7^y^iy]fc o y^v-2-^/v#^^y^ 

^ TVK(5. 03g)^tert-^y— /K5Qml) ^iS-Chy^^/VT^C 
4. 81ml)£>>J[]X.fc 0 S#T^ ^^^M-CT^b^^^/V^^y/VO. 5ml) 
x.fc 0 KJ«£^*#ffl^T^m?30#K*#Wt o H^^^*#H^T9or 

-C305>ra, 100^4H#P^»#Uc o tOllfiWTCMLfc, 
mVfcELjfcmKtert-7~?-/V^/P^— ^/K 100ml) ^PX., ^t&-C— BfeflB£Ufc 

o #tssr^^Lfeo rtv^^^/^-^/v-e^u, mmi\:&®(4. 609 g . 77%) 

ml) lN^K^^MJ^A7K^?S(50mU 20) , fi&fP&fok (50ml) T? 

«Si£U to^K^t^-T-hy^A-e^b^o j§jftSr«ffi*«fLfe, #<b*tfca?4(3. 13 
g ) ^^^/Ki5ml) ^7JPx.T5^^ ^Wm$^:fc 0 (^#fi<») Sr^BU 

iirfco *£i&£r*>5iU />l©^xf;vx- ^/V-egfe^LfCo ^ffi^^^(493mg, 8 
%) ^fi^f B iLt#ft 0 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 49 (9H, s) , 5. 22 (2H, s), 6. 4 

3 

5(1H, dd, J = 2. 4, 5. 6Hz) , 6. 70(1H, brs) , 7. 02-7. 07(2H, m) , 7. 30 
-7. 45(8H, m), 7. 52(1H, brs), 8. 04(1H, d, J = 5. 6Hz) . 
[0158] (M3M36) r4-(2-T$/fc°y^>--4 — <?VttlA 7 j^/H #/W^y^ 

{ 4 - [ (4 - ^<l/i?/Vjr^jJ/V^/VT^;) t°y vV - 2 - -T/V } 

V? TVK tert-^/V ^^/V(5. 087g)^7R^K^?n*|IT^4Ni^^-@^^ 
^/K75ml)^Px- **?&_h-ei0^ra, ^:O#^U-e240#rBm#bfc o 
Sr^cJEEU *»£®*L7io aS^I^^/v-e#^bT7K7K^Slb7b#, 2N* 

^fb^r-y^-Mc^ (loomi) %D\\x.tco mmmzfrffiu ma-kmi-efmu m 
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fl|-r3£fcfc:J:*>. ^JB>fb-a^»(3. I59g, 81%)«rafe3BfS^br#fe, 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :4. 38 (2H, brs) , 5. 22 (2H, s) , 5 

3 

. 92(1H, d, J = 2. 4Hz), 6. 27(1H, dd, J = 2. 4, 5. 6Hz), 6. 72 (1H, brs), 
7. 02-7. 06(2H, m) , 7. 30-7. 50(7H, m) , 7. 92(1H, d, J = 5. 6Hz) . 
[0159] m&M37) 14- f4- (^^/V^-^-^/^^/VT^/) Z^J^H t°Vi?>- 2 

[4-(2-T57l:°y> ? ^-4-^/V^v/)^^/k]^7/V/^^jy^ T->K ^VvvV 
^TVV (500mg) (DTh^KF*?^ (15ml) ^M^7K7K^^PT"Chy^/VT^ 
^(0. 519ml) t^PP^i7x=;l/(0. 467ml) Sr^fcfco SJfc$££r^ifi-C30#|?a 
*#Lfc 0 SJiS^J^ife^/V' (50ml) H&fP^ifeTK^hy (20ml) T? 

fP^7K(20ml)-e)lR^gfe#b^, *E7K«^hy7^T^MLfCo 

*&^*&©^]Bfb<a^»(935. 6mg)£^^^LT#fc 0 
ESI-MS(m/z) :598[M + Na] + . 
[0160] (MatMagJ T4- (4-T$/^/^)b°Uv?>--2-^l -N- £Z^C^£2k 

fe^#j(D{4- [4- (^^/v^^/v#^7VT^y)7^y^v']t o y>?^-2--r 

/W— N— (^7=¥^/V#— /V)^7/W^^ TiXK -7^.^)V nz^/v(936mg 
) ^h7tKn^7^(60ml)^^^^cm, 20%*H>f^^^A^^ (209 

ESI-MS(m/z) :442[M + Na] + , 905[2M + Na] + . 
[0161] (MI#^'I39) f4- (4- ( fl- U--7;VJrn'7^~/V*i;Vs<^/V)l/?xi-?vi/^Ji 

/v^-/viT$/}^/^->-)b 0 ';> ? ^-2-^/vl - N- (z^2±v^zk^zk) 

fi£$G#J<D[4- (4-T$S7^S*is) try^-2-^] -N- (^/drvofr/V^ 
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^K(l5ml)^§#?£itrfc 0 S*#HMTx l-^-^/v^n^rvv^/w^e/fVv) 
v^n^n^^/Mj^v-y^ TVK (830mgK HJa^vKT^CO. 519ml), 
^y>yryWv- 1 —JA'tt^/hVx (v^^VKT?;/) Tfrxft^tyJ* ^^-y-y /v^rn 
^7x-h(l. 65 g )^m^TjlR^dJPx.T15. 50#r H 1*#bf' o £Cj£^g»^ 

S^y^^/V^y^yn-^h^y^— (^ttl?ft ; : g»^VV= 2 : 3~1 : 1) 

'H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 40-1. 90 (4H, m) , 6. 89 (1H 

3 

, dd, J = 2. 0, 5. 6Hz), 7. 00-7. 32(11H, m) , 7. 32-7. 42(4H, m) , 7. 4 
2-7. 54(2H, m), 7. 61 (2H, m), 8. 43 (1H, d, J = 5. 6Hz), 8. 61 (1H, brs 
), 9. 39 (1H, brs). 
ESI-MS(m/z) :669[M + Na] + . 
[0162] m&M40) 6- (2-^7V^-p-4-^hP^ J i/^riy)b° i ;$v ? ^-4-^/VT$^ 
2.-y?V^rn-A-^-Yny^—;V{\. 736g)^y^/K*/k*3rv'K(10ml) \ZM 

ypcit; 0 y$>^(648mg) ^Px.T100 £ C^T45^^fli#brt o MJ&?£&120 < C*-t? 
MfiLl0#P^25#*#Lfc o -^<Z>fL SJS«^140 < C*-C*PaL— BSfeflt^LfCo ^ 

s^-eMm, ^?S(-iN7K^^hy^7K^(iomi)^p^«#L, mm^ 

7^pvh^77^- : gjsgfcn^vk= 1 : 2) iCfcfllftKUfco 

^JEEjftfltU #^fcM^^/V^— 7vK7ml)-^ri^(3. 5ml) ^Px. 
§»£-£:fc 0 B#«:58tU ilM^i-^^^^i ( 9lRfS^^(201mg ) 16. 0%) 

'H-NMR Spectrum (DMSO-d ) 8 (ppm) :6. 02 (1H, m) , 7. 06 (2H, br 
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s), 7. 60(1H, dd, J = 8. O, 8. 8Hz), 8. 04 (1H, m) , 8. 10-8. 19 (1H, m) , 
8. 30(1H, dd, J = 2. 0, 10. OHz) . 
[0163] m&M41) f6- (2-'7;V^rxi-A-^hxi'7^/^) t 0 U$vV-4-^VVl;fr/W^ 

MT, 7 L h7tKn77^(40ml)^«|^, 7R7K^^ITt-hy^^T5V(l. 67m 
l)^nn^fl7x^(l. 51ml)^Px./c 0 £0»3r^&^MU 10#F^«#L/c o 
SJS*fcSrg*Bk=^vi' (200ml) i^p^^*^-hy VJxMWfc (100ml) -c#EUfc 

(40ml) Sr^P^^, 7!K*m^*Pift#T, lN*^b^hy-7A7k^«(4ml) £r 
}&nfcT30#IWfll#Ufc, S^^r^^MblB#r H W#bfc 0 SJS«^1N^(4 
mD^P^fc^.^h^tKn^VdOOml) H&fU^ibk3R^M?^*SSR(50ml) 
■emfc, W«SSr*(50mD. ISfP^7K( 100ml) -e)iR^:^bfc#, 

ift7-hy^A-cffe«bfeo »«K^^e*^5rticj:«)#fetb^«ia£(4. 3 g )^@g 

i^J;^S^#K399mg, 26. 9%) &&m&&3ibLXffl£ < , 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :7. 16-7. 25(2H, m) , 7. 25-7. 

3 

35(1H, m), 7. 36-7. 50(3H, m) , 7. 72(lH, m) , 8. 04-8. 18 (2H, m) , 
8. 50(1H, m), 9. 18(1H, brs) . 
ESI-MS(neg. ) (m/z) : 369 [M-H]" 
[0164] m&M42) f6- (4-T^/-2-y;v^rny^^y)\f^Jiy-4-^;vMj;v^ 

6- (2-7/V^u-4-~Yn7^;^Z/)\i°y^i/l/-4-4>v]t)/V/<^y? 

m^/V (394mg) (D^h^tKn^^^ (20ml) ^iS^20%xK^b/^7> ? 

-7^*(i49m g )^px., TKmmmnrmn-^immmwvtio mm&zw\u 

4ft (303mg)£fife@#:i:UT#fco 
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ESI-MS(m/z) :341[M+H] "\ 363[M + Na] 

[0165] m&M43) f6- (2-7;vtP-4-{ri- {4=22k£BZ*^k&2kl5^dM 
ft^j^#/<D [6 - (4 - r^y - 2 - ^/v^-n^^y^ -» t°y 5;vV - 

T-sY y^iV rc^/v(303mg)^N, N-v^^/^/V AT5;K (5ml) 

;VT$3rZ/yy? TZ/Y (497mg) % hU^/VT^(0. 310ml) x ^^j/MJT:/— /V- 
- 1 (SW/l'T^O fttt—VJ* ^r^7/V^-n^7ai— h (98 

4mg) ^^?a^TjliWx.T5^^«#bfc 0 BCJfc^fcSI^^/V'^ft&ife** 

^ W^A— mmW; : ffim^/is = 2 : 3~ l : 1) tcfclJliRLfco @ 

^•7*>".m&^/>=2: 3-1 : 1) fcXVWmWLfCo B ft«&W#«r«EE*8rr 
'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 30-1. 80 (4H, m) , 7. 00-7. 

3 

10 (2H, m), 7. 10-7. 35(5H, m) , 7. 35-7. 52(4H, m) , 7. 58(1H, s), 7 
. 70(1H, dd, J=l. 6, 12. 0Hz) , 8. 38(lH, brs) , 8. 49(1H, s) , 8. 69(lH 
, brs), 9. 57 (1H, brs). 
ESI-MS(m/z) :568[M + Na] + . 
[0166] (IM'144) l-(^^/W^^/W^/W)^P7 p P^^/W^->yy^ T-> 
E 

1, l-^n^n^^TJ/V^y^ TVK(5. 02g)^*#H^T, ^h^tKn 
(50ml) lZ.mM£"&fzM. fc7km^3$W:WTtehV^?-/>TVs(5. 38ml) & 

mrvtio mn^3o^mwm,7k7kmi^mr^mt^^(2. 82mi)^MTL 

fc 0 [Hm-C30^aM. TkxK^MTt-^^/VT/V^— /V (4. 39ml)(D^h^t 
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*.Wt4krhWJ»M£m (100ml) Sriq^H^^tKn^^Sr^ffiT-ee^Ufe 

kfrm&frmuto TkmttTkwbMu 2N^(50mi)^px.-cpH4^Lfco m 
^^-/k i50mi) &iNx.ru*£h<mwistio mmm^mu ma^m^-vfm- 
u im.mtrhvvj>rvmkuto mtm&vxm>tiftmm$&mmkttzb\z. 
xv. mmfc&mie. 29 g , 74%)%mm&mvtm£Lxm>ito 

X H-NMR Spectrum (DMSO-d ) 5 (ppm) :1. 30-1. 40 (4H, m) , 5. 15 

6 

(2H, s), 7. 30-7. 38 (5H, m) . 
ESI-MS(m/z) :243[M + Na] + . 

[0167] mmm45) u- (a- \ n - {^^jk^^^JkM^M j^B^B^k^zkM^ 

;±lZ12±2j£2^k± -3-7/w^-Pfcf';^-2 — <>V\ -N- (2^Z±^Zkfe 

[4- (4-T57— 3-^/V^-n^y^>-) fc°y>V-2-^7Kl -N- (^/^v^/V 
#-/V)^7/W^^^ Tv-K ^^/va^^(678mg)^N, N-SW 

(25ml) {c:^$^rfCo ^i#H^T, l - (^^vVi^t^/mK- 
/^v-^n^n^^^/V/K^v^y^^ TVK (815mgh hy^^vVT^MO. 516ml), 

mjC*:^— Ml. 64g)^^a^-C*Px.-C-Sfe«#Lf' 0 ^^^^^/V^tK 

>r/V^7^^n^h^7^— (^m«;^7 0 ^^:^^/V=2: 1) H:j;iJ#l3ttUT^ 
mt&to (928mg) £&feife3fft&£LT#*:„ 
ESI - MS (m/z) : 684 [M + Na] + . 
[0168] (m&M46) 1 - (^Z/i?;v3r*c*/1}n'tf~;V) -N— (2 — 4— f 2— f3 
- ttfV- 3 - (1 - T^vMf^y vV-4-^fVV) WKH^U v ? ^-4-^7V^-^->-} 

[4- (4- { [1- (^^/V^^/V^— /^^n^n/^^/V^/VlT^y}^^ 

73^) -3-^/v^-nt°y> ? ^-2 — f/v] -N- /v) jfr/w-^s^ 
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^l-^/V-4-^/VT$7t°^y> ? ^(0. 814ml) &^mz.Xtif\X.X, 4B#PbW# 

^tbT^aS^y^^V^^^P-^h^^— (Fuji Silysia NH^mt*;^^ 
^/k-^I^F/k: 7^7-/^=98:2) (Cj;«5»Sib7^o @ W^^W^ffilftlib 

16mg, 64%)Srfife«&^L-C#fc„ 
ESI-MS(m/z) :576[M + H] + . 
[0169] (1MH47) 1 - (2 - - 4 - ( 2 - f3 - ^/V- 3 - ( 1 - ^fMV'J^y 

1- (-O-^/V^^/V^/V) -N- (2-^/V^-n-4-{2-[3-^/V-3 - ( 
1 - 7^Wfc°^y v?>- - 4 - -17V) r>WK] tf!J vV - 4 — OV^riy } ~7^~?V) v^n 
^n/^^/V^df-f-^K (510mg) (D^h^tK^^ 7 ^^ (20ml) -*?/—;V (20ml) |§ 
^fc20%7k&>f[^7^A^3jf (377mg) ^^H^T^a^^l^* 
#Ufc, M$££^UU ^h7tKn^^-^y-/Kl:l)-e^bfCo 
flt«gU aS^Mffi^Mi-^^^^J;^, ^ffl^^(358. 7mg, 83%)^e^,r H 

ESI-MS(neg. ) (m/z) :484[M-H]". 
[0170] (Mi^l48) f4- (3-7/V3ru-4-{\l- (-7^;Vjj;V^^;V)^u-^n^ 
>-^7/V^/VlT$7l^ J i7^»b 0 yv ? ^-2-^/V] -N- (^/^v^/Ml^/V) 

[4- (4-T$y-3-^/v^-n^y^v-)t°y> ? ^-2--r/v]-N- (^y^r^/V 

^-7V)^7/W<^^ TVK «7VMfi^&^(219mg)£N, N— 

/M}vW»T^K(5ml) {^^^rfco ^Jii#H^T, l-C^^/v^/i^^f/v)^ 

^n^z^^/W^M^ T^K (196mg), hy^/VT^(0. 133ml), 
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(422mg) ^?a^T*P^.T— ifeii#bfc 0 ^IS^^^^/V^tK^P 

Xy^vi^WyyA— ; : mk^^V= 3 : 2) m £«9*f§!JLT^!a 

ffc^ (271mg) ^fi-fe^*i!bT#/io 
ESI-MS(m/z) :669[M + Na] + . 
[0171] (Mrffil49) 1 - (2. 4-^7/^P7x^/^i;;W^^) jyypyV^y^/V?^ 

1, l - ^nyn/Ny^/^Uy^ T^R(2. 5g) ^Ii#BMT, T^tKW 
9^ (25ml) 7fC7K^*P«#T^hy^^T^^(2. 68ml)^M 

TbTto l^l?a-e30^##,7fC7K^*PT^^^/Kl. 4ml)£MTUt 0 
IWHat?30^#^, 7k«??fticP~n-2, 4-^/^13X^^(2. 15ml)(7^h7 
tKn^y (15ml) ^^Px., ^?&3;~e#?&lyC— tfe»#Uci 0 
NxK^b-7-hy7A7K^(75ml) JkMTLfcM, ^hy^Kny^^ffiT^icUt 

o #fettfcxK^^f-tert-y^/^y^7V3z— ^/V(25ml)^PX.Tft#Lfc 0 
£*S£#fStUt, 7KS«T7!k7fcm^*PL, 5N^(30ml)^PX.-C«#bf' o ffttjL 

£<9, ^fE^^(2. 918g, 63%)^e^^LT#7t 0 

X H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 80-1. 95 (4H, m) , 6. 80-6. 

3 

95 (2H, m), 8. 20 (1H, m) , 10. 69 (1H, brs) . 
ESI-MS(m/z) :264[M + Na] + . 
[0172] (imffj|50) 1 - (2-7;VtP7x^^?/W^^) -yyny'g^y^/W^yy-y 
9 T-yK 

1, l-i/?n-7vs<^JJj/utf3c})y? T-yK(2. 5g) ^tifiMT^ y^hytKn^ 
^y(25ml)^^$*TC^, 7K^^«#Tt-hy^^/VT^y(2. 68ml)£M 

mUX30^mW^ 7kzk^£m-2-y/l^nT^y^(2. 04ml) (D^h^tKn 
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(i5mi) ^?gsr*p^, {z.m^xm^x-mmw\^± 0 kjsscimn* 

mzftMLtco 7km&7k7kmft?Mu 5N^(30mi)^px.T«#brt o iffmbfc 
mw-^m^t'^ Tkxffifrvtio a^Mt^ 6o°cx8mmum^mi-^t^x 

«9, l^fB^^(2. 294g, 54%)&&&ffi3ZbVXm>fZo 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 80-1. 94 (4H, m) , 7. 00-7. 

3 

15 (3H, m), 8. 26 (1H, m) , 10. 74 (1H, brs) . 
ESI - MS (m/z) : 246 [M + Na] + . 
[0173] m&M51) f4- (4- 1 n- (2. 4-v ? 7;^n7x^;Vi;;V/^^;V) ^p7°p 
^^/V^/VlT$7}-3-7/V^-P7 J i7dr^)^';v ; ^-2-V/Vl-N-(7 J i7 

[4- (4-T$y-3-^/v^-n^y^>')t 0 y> ? ^-2-^/v]-N - (y^y^^/v 
#-/v)^7/w<^5/^ 7v-K y^~/v 3^^/W|BifejEjg<Kj(400mg)SrN, N-vW 
/V/Jn/V (5ml) tcl^^^^rfco ^fft#H^T^ l-(2, 4-^7;Vtn7x^/V 
^?vy°vi/<l/Jj;V^3r^)y? TVK (241mg) „ hy^^VKT^(0 

. i39mi) % ^^y>yry — /v- 1 - v/^^vmj^ (vy^vvr^y) -7^ 

^f7;^n^7i- h (442mg) &^i&l£T;(ni&T— ife*#Ufc, KJS^l^ 

aS^Vy *^5A^nv^ 77^- (^tm?S ; —y 0 ^ V : g^^/V= 3:2-1: 
1) ^J;<9ffiMUT^fS^^(116. 2mg)£fi^^LT#fc 0 
ESI-MS(m/z) :705[M + Na] + . 
[0174] (»Hftl52) f4- (3-y/v^-n-4- i fl - {2^Z2k^LB2^E^k^2k^^dJ£t 

v-yp^ p py^^^/Vfe/VlT$7}y^/^)b°y> ? ^-2-^7H -N- (7x/^^ 

[4- (4-r^y-3-y/v^-ny ; nydrV)fc 0 yv ? ^-2--r7V]-N- (y^y^yyj/v 
^-/k)^7/w^^y 7yK /k ^^/Ma^^(4iomg)^N, N-Vy^ 
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/vtfvKkT^K (5ml) izMM^fto 'M^^mUT, 1- (2-Z7;v?lrxiz7x-~;VD;v 
/^4A')%/9u7vs<lsi3;Vi&ri/y-y9 Tv^K (223mg) . Wxrf~J>VT5>{0. 13 
9ml) , ^/HJ7)/- /V- l-^/VttiyhVX (>W/VT57) ti&jfczzpJ* ^ 
•y-y/v^rn^y^—y (442m g ) ^?&^T;>jp;tT— 6&*#Uh 0 SlSSR^ftift^ 

&vmmscmmik&& 00. 6 mg ) %&&m^t\^xw^ 

ESI-MS(m/z) :687[M + Na] + . 
[0175] m&MSS) 2-T5/-4- (4-^ho:7;n/dr-» tf'jyV 

2-T5/-4-^tmt°yvV(2. 00g)£rN-^/Vfc°pyK>"(31. 8ml) KMffl^ 
, iifBMT^ /V(6. 51gK N, N-^y^ntV^^/kT^^ 

(15. 9ml) £^Px.T150 o CMT3 0 Hg«#Ufc 0 Kftl^Sfitt^i, B^&^ 
^/V^lN7K^^hy^A7K^(32ml)-e^gHL7t 0 W«JS£*. fi&ffcfcifoK-e 

mg, 21. 2%)^fe@f*^b-C#fc: 0 

X H-NMR Spectrum (CDC1 ) 8 (ppm) :4. 54(2H, brs) , 6. 11 (1H, s) , 6 

3 

. 35(1H, m), 7. 17(2H, m) , 8. 05(1H, d, J = 5. 6Hz), 8. 27(2H, m) . 
[0176] (M3M54) 4- 1 t°^<y vV- 1 - Jj/V^^)v? T 

v-K f4- (4-T$/y^7^v-)b°y^-2-^/V]T$K 

^*#ffl^CT, 2-T57-4- (4-^hn^/^»t°yv ? ^(160mg)^h7tKn 
( 7ml) M^^fcfL ^^^P^TMhy^/KT^O). 289ml) ^ 
nn^7x^V(0. 260ml) ^P^ifCo BO£^^U^m&£^lB#rBW#bfc 

o sj^ir^^^^/v (200ml) tm^mTkm^hv^Tkmm (somi) -e^gau 
f-o ft&istiiimm&mufcmTkm-rhy v^m®. (somih * (somih mn-k 
^(ioomi)-ejn«^Lf'm, ^^a^hy^^-e^Mb/io 
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UfcgK nhntc^m^N, N-v ? ^^-/V*/VAT5K(8ml)^Px.fc 0 4- (h°nUv? 
y-l-Wf;V)t°^^y r.m.m^(QQ8m S )tbV^/^TV^(0. 772ml) 
^JPx.-C4^ra«#bfc 0 £tJS»@»^/K 100ml) ^fP^bT^^^^TK^ 

(50mi), im^p^tk (50mD ^mtk&fruz&s m^mm.-i-v^ ^m,m^t- 0 m 

m&Ufc^^fc^ #^tb7^aS^>y^^V^^^^n^h^^-(FUJI SIL 
YSIA NH, ^m«;^^^:^^/V=i:l~^^/k)^j;«9^Lfc 0 

g tbmmft%m±mfc^^t\z.£x>m^n9fo<D4- (t°ny 1 — r/v^/v) t° 

^y^-l-#/MK^y^ TVK [4-(4-^ha^/dr^)t 0 y> ? >'-2 — f 

/^ir^(295mg)^mn^mvtmtL-xmc 0 mm^m^r. 4- (t°ny^-i 

— f/v^/v)t 0 ^y^-i-^/V/Kdf-^y5/^ Tv'K [4- (4-^hn^y^) 

t°yv ? ^-2-^'/V]T^K(295mg)^h7tKn^7>-(7ml) b*#S~- /V(7ml) {31?8 
10%^-?7v >r >^*(147mg)^Px.T**#H^Tl0B#r H m#b^ o 

fco nhnt^mm^V^^^y^ri^h^y^^— (fuji silysia nh, 

#1(233. 7mg)^S-fe^^^bT#fc 0 

X H-NMR Spectrum (CDC1 ) 8 (ppm):l. 10-1. 35 (2H, m) , 1. 60-1. 

3 

90 (7H, m), 2. 31 (2H, d, J = 6. 8Hz) , 2. 40-2. 50 (4H, m) , 2. 86 (2H, m 
), 3. 64(2H, brs), 4. 00-4. 10(2H, m) , 6. 47(1H, dd, J = 2. 4, 5. 6Hz) 
, 6. 70 (2H, d, J = 8. 8Hz), 6. 90 (2H, d, J = 8. 8Hz), 7. 18 (1H, brs), 7. 5 
8(1H, d, J = 2. 4Hz), 7. 98 (1H, d, J = 5. 6Hz) . 
[0177] m&M55) l-r4-(4-T$7-3-^PP^/^»t: 0 y^>--2-^/Vl-3-( 
3 - ^xf/V7^ ;-fn\?/V) ^7UT 

4-(4-T^y-3-^nn^ ; ny^)t o yv ; >--2-^7VT^(750mg) ^r-^fcK 
n^7^(30ml) fc*g$$U hy^/VT^^(0. 444ml) ^JP;Lfc 0 ^l^/R^U 
ndr^^/KO. 399ml) £MTU ^a-e50#^*#bfc o hy^/KT^(0. 2 
22ml)^ciC2^7 ; n^/^(0. 200ml) ^ii*PbT40^rHl*#b^ o iSh\Z.YV^ 
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;VT^l/(0. lllmD^nndfgfc^^/WO. 100ml) SriI^LT30#|igSW£U/fco 

^/VT^y)^nt°/VT^^(2. 49ml) ^Px., ^&-e30#rBm#Uc o Rj&mz&m 
3^/K50ml) ^tK (20ml) x £bK&ftfc&km^hy&J>>7kt^&M£X4ttVfc. 

ntc^m^m^m-r^tKx^^n^mw-tL-xmm^m (645mg, 51. 8 

%)<H#fc 0 

X H-NMR Spectrum (DMSO-d ) 6 (ppm) :0. 93 (6H, t, J = 7. 2Hz) , 1. 

6 

53 (2H, m), 2. 38 (2H, t, J = 7. 2Hz), 2. 43 (4H, q, J = 7. 2Hz) , 3. 14 (2H 
, m), 5. 39(2H, s) , 6. 47(1H, dd, J = 2. 2, 6. OHz) , 6. 80(1H, d, J = 2. 2 
Hz), 6. 84-6. 89(2H, m), 7. 08(1H, d, J = 2. 2Hz) , 8. 00(1H, d, J = 6. 
OHz), 8. 19 (1H, brs), 9. 07 (1H, brs) . 
[0178] m&M56) 1-(3-^xf;V7$/7°Pb» -3-f4- (2-^/]^-g-4-~h 

1^^-2-^/1/1 - 1 - ?^/WVT 
4-(2-^7V^-n-4-^hn^ J iydr^)t o yv ? ^-2-^7VT^(300mg)^hy^ 
/KT^(0. 335ml) (D^h^tKn^^^ (30ml) ^^i-^ /R^SK^T^^^^ 
~/KO. 226ml) S^SfTU 0. 5B#H*#Ufco SM^iffTiiL^S^N, 
N-S^^/1^/W*T^K(6. Oml), N, N- v^^yv-N' —^;V— 1, 3-^a/N 
^T5:>-(606mg)^Px., ^&^4R#P^45^«#Ut 0 SJ^»@»^/Wl5 

mi-fco mm^^xmbfitzmm:^)^^^^ (Fuji snysia nh, 

:^^/V=3:l~l:l)U It&^&y/C^fBffc^ (503mg, 100%) 

/Co 

ESI-MS(m/z) :420[M + H] + . 
[0179] («Hfrl57) 1- O-^^/VT^/^PbW) -3-f4- (4-T$/-2-7/V^-P 

-ZzJ^A t°y>V- 2-^/H - 1 - 2i±zk!2kZ 

l-O-^^/VT^y^ntW) -3- [4- (2-7/^13-4-— hd^ydf-iy)fc 0 
yv ? ^-2-^/k]-l-^/kr>l^T(503mg) <D*?/— /V (40ml) -^h^tK^^ 
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^V^f^f/V^^^V^y-f— (Fuji Silysia NH, g^3^/V~g^:i^/V:^ 
/V=10:1)-C*SKU Jt^«^LT^ffi^#K467mg, 85. 6%)£r# 

'H-NMR Spectrum (DMSO-d ) 6 (ppm) :0. 97 (6H, t, J = 7. 2Hz), 1. 

6 

68 (2H, m), 2. 36 (2H, m) , 2. 52 (4H, m) , 2. 80 (3H, s) , 3. 29 (2H, m) , 
5. 43 (2H, m), 6. 40(1H, dd, J = 2. 4, 8. 8Hz) , 6. 47-6. 51 (2H, m) , 6. 
94(1H, dd, J = 8. 8, 8. 8Hz) , 7. 29(1H, d, J = 2. 4Hz), 8. 02(1H, d, J = 5 
. 6Hz), 9. 33 (1H, s). 
[0180] (1^158) 4- (2-^/V-4-^hP^7^v-)^y^-2-^/VT$^ 

SJ^^^^2-T^/-4-^nnt°y^(5. Og) % N-^/Vt o nUK>'(40ml) , 2 
-tKn^>- 5 -^hnh/V^>- (ii. 9g) , -Myy°nM°/V^^-/VTV^{20. lg)£r 

A*u SifHtT^ i50°c-C5 0 r^»3fe#L7t 0 ^ia*-e#*p^ m.$M*WL 

Vfto %.J&mz.Th9th*v79> (200ml) &tia%.X&W&Uto Srv^^/Vm— 7 1 

Uoomi) -cttmut, ##s^r^p^7K-e^b, ^*as^hy^^«Jl 

@#:^^/^-^:^^/v=i:i-egfe^, ii^C3£*BU j^Hti^L 
-C^ffrfb-a-®K4. 36g, 45. 7%)£#fc 0 

X H-NMR Spectrum (DMSO-d ) 8 (ppm) :2. 28 (3H, s) , 5. 89 (1H, d, 

6 

J = 2. 0Hz), 6. 04(2H, brs) , 6. 19 (1H, dd, J = 2. 4, 5. 6Hz) , 7. 23 (1H, d 
, J = 8. 8Hz), 7. 87(1H, d, J = 5. 6Hz) , 8. 14(1H, dd, J = 2. 8, 8. 8Hz) , 8 
. 29(1H, d, J = 2. 8Hz). 
ESI - MS (m/z) : 246 [M + H] + . 
[0181] (M^M59) 1- (3-^^JVT^/Zfn\f;V) -3- f4~ (2-^/V-4-^hP7 
3i / ^) fcf y 2k - 2 - d2k] I*"T 

4- (2-^/V-4-^h^y^y^)^°V^-2-4/^T^>(500ms) thV^^A' 
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(0. 569ml) (DTY^Vn^^mW. (50ml) tRIS^PT^pp^^ 

^/Ko. 384mi) sr»ru o. 50#r H m#b7t o s»^ffT(-int, asi^ 

N, N-^^/V*/V^T5K(20ml), N, N-v^^vV— l, 3 - zfns^JTVs ( 1 
. 28ml) SriD^ ^ia-C2NFK*#b^o S^£^^/i^7k-e^IELfc 0 Ml 

i/!J*y^7^nvh^77^- (Fuji Silysia NH^ttlt;^ty#lxf 
/V=l:l~^^/V)-e|f^L^jtfe?ft^^b-C^M^^(794mg, 96. 9 
%)&#fc„ 

ESI-MS(m/z) :402[M + H] + . 

[0182] mmm6o) 1 - f4 - (4 - r$ / - 2 - / j^) trus^- 2 -^/vi - 3 - 

l-O-^^/VT^y^ntW) -3- [4- (2-^/V-4-^hn^/^)t°y 
vV- 2-^/Kl ^WT (794mg) (D^-$ ;V (50ml) (442mg) , 

*&fbT>^e^-k(847nigh *(10ml)Srin^ 90 o C-eiB#P H 1M*#b7t o £CJ£ 

/KioomDSrin^ mms^myKm^j'y^mm-^^u mTkffiwtrhv&j*-? 

^tbf'o ^@*bT#^tb^aS^y^y/^7^^n^h^77>r— (Fuji Sil 
ysia NH, mitim;^^ -MWt^SV=l : 1~1 : 2~@^^/V~g»^Vk 

/V=20:l~10:l)-e*tMU ^J®ffr^(110mg, 15%)£#fc 0 
X H-NMR Spectrum (DMSO-d ) 6 (ppm) :0. 93 (6H, t, J = 7. 2Hz), 1. 

6 

53 (2H, m), 1. 93 (3H, s), 2. 38 (2H, m) , 2. 43 (4H, q, J = 7. 2Hz), 3. 12 
(2H, m), 5. 03 (2H, m), 6. 39 (1H, dd, J = 2. 4, 6. 0Hz) , 6. 44 (1H, dd, J 
= 2. 4, 8. 4Hz), 6. 49(1H, d, J = 2. 4Hz), 6. 72(2H, m) , 7. 97(1H, d, J 
= 6. OHz), 8. 22 (1H, brs) , 9. 04 (1H, s) . 
ESI-MS(m/z) :372[M + H] + . 
[0183] m&M61) N- (l-^7Vb°^yy ? ^-4---r/V) -N-^/VT$>- 

A0%^;VT^>-^J— /VWifcU. 26g)i£Ti?)>— HJ/K 150ml) x l-m^yw 
-4-t°^UK^(2. 0ml). g^^(0. 932ml) &1}\\X.fc&, yv^A MJT*feH¥'># 
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)^Mx.xmm^tzM, mfc&smu (20ml) -csfc^ut, sm&mfc 

SUU TWtVnyyls (100ml) -Ci5fci£Ut, £$£&^JE«ati-5^f£«£ 

ESI-MS(m/z) :143[M + H] + . 
[0184] (jfefifcfltll) N- (3-Fluoro-4-{f2- ( I fmethvl ( 1 — methvlpjperidin — 4 — 
vl) aminolcarbonvll amino) pvridin — 4— vlloxv I phenyl) — N' — (4 — fluorop 
henvl) cyclopropane — 1 . 1 — dicarboxamide 

3 - [4 - (4 - - 2 - y;V^rxr7^^rl/) t°y - 2 - -l7V] - 1 - pt^/v - 1 - 
(l-^/Vfc°-^yvV-4--|7V)r7l/T(40. 8mg)^N, N-v'^/V^/VAT^KC 
1. 0ml) {zMM^fco ^*#H^T^ 1- (4— ^/i^n^—zi^/w^^/v)^ 
yn^n/^^/V/^^y^^ TiXK (73mg), hy^vKT^/(0. 0456ml) % 

j/hury— )v- 1 -^r/v^-^hy^ (swvkt^) ^f^/v^n* 

J*^— h(145mg)^S^T^Px.T3. 5B#P^*#Uh 0 KJ^fcBfcHk^/W:* 

^avh^77^- (Fuji Silysia NH, ^ttit;it^;V~^^^:^^/- 
/V=97:3)^J;«9*t^LT^|B^^(26. 3mg, 42%)^fi^^bT#^o 
X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 50-1. 80(8H, m) , 1. 90-2. 

3 

10 (2H, m), 2. 26(3H, s) , 2. 80-2. 94(5H, m) , 4. 11 (1H, m), 6. 57(1 
H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 30(5H, m) , 7. 40-7. 50(2H, m) , 7. 
63 (1H, d, J = 2. 4Hz), 7. 68 (1H, dd, J = 2. 4, 12. 0Hz) , 8. 06 (1H, d, J= 
5. 6Hz), 8. 65 (1H, m) , 9. 59 (1H, brs) . 
ESI-MS (m/z) :579[M + H] + . 
[0185] (WfoM\2) N— f4— (f 2— f(f4— f2 — (Dimethvlamino) ethvl]piperazin- 1 
— vl} carbon vl) amino] pvridin— 4— vlloxv) — 2 — fluorophenvl] — N' — (4 — f 
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luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

N-[4- (3-7/V^-n-4- {[1- (4-7/Vjru~7^;V}j;Vs^s(/V) 

^?xi-7xis^ti>VT$~>v\ r$y } y^y^y) m°v - 2 - - n - 7z^y^y% 

/V/K-/V^7/l^/^— h(50. Omg)©N, N-^f;V*;^7^K(l. Oml)^It, 1 
- (2- ^f/VT^yxf/k) fc 0 -^>^(59. Omg)^Px., ^i&^25B#|ifli!#Ufc 

^ ri-^h^^^— (FUJI SILYSIA NH, ^<f#~y : |ft^3^/k= l : 2~g^^^- 
/V~^^/v : ^y-/v=20:l)-eltMLfc o g ^®#£M*iUc 0 ffil^ 

mg, 69. 6%)^#7t 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 68 (2H, m) , 1. 74(2H, m), 2. 2 

3 

6(6H, m), 2. 43-2. 54(8H, m), 3. 45-3. 53(4H, m) , 6. 55 (1H, dd, J 
= 2. 4, 5. 6Hz), 6. 91 (2H, m) , 7. 04(2H, m) , 7. 24(1H, s), 7. 50(2H, 
dd, J = 4. 8, 9. 2Hz), 7. 63 (1H, d, J = 2. 4Hz), 8. 06 (1H, d, J = 5. 6Hz), 
8. 19(1H, m), 8. 86(1H, s) , 9. 20(lH, s) . 
ESI-MS(m/z) :608[M + H] + . 
[0186] N — (2-Fluoro-4- i f2— ( I fmethvl ( 1 — methvlpiperidin — 4 — 

vl) aminolcarbonvll amino) pvridin — 4— vlloxv I phenyl) — N' — (4 — fluorop 
henvl) cyclopropane — 1 . 1 — dicarboxamide 

N-[4- (3 - - 4 - {[ 1 - (4 - ~7 ;V^rn7 ;V) 
*y?xr?xi/<l/-)];Vi$z=.;V\ } 7x^) t°D - 2 — i;V\ - N - 7^S**/j3 
M50. Orag)©N, N-^f;V*;W5K(l. 0ml) ^R&C. 1 
-^^7V-4-(^/VT^y)H°-<y> ? ^(0. 0436ml) ^BX., ^i&-ei6NF^8l#b 

A^nvh^y^' — (FUJI SILYSIA NH, ^<f#^". g^^^^/^= 1 : 2~g^Ji 
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^-tV—ffm.^^ : /V= 50 : 1) -e|flL/c 0 @ W#5Pl^£r3g$f Lfc 0 

jV^^;V:^^=l:3XWfr, ii^ij&MU &fe$^LT|RM^1^3 (26. 
lmg, 60. l%)£#fc 0 

'H-NMR Spectrum(CDCl ) 6 (ppm) :1. 62-1. 84(8H, m) , 2. 07(2H, 

3 

m), 2. 29 (3H, s) , 2. 89 (3H, s) , 2. 92 (2H, m) , 4. 15 (1H, m) , 6. 50(lH 
, dd, J = 2. 4, 5. 6Hz), 6. 91 (2H, m) , 7. 03 (2H, m) , 7. 21 (1H, s) , 7. 49 
(2H, dd, J = 4. 8, 9. 2Hz) , 7. 68(1H, d, J = 2. 4Hz) , 8. 07(lH, d, J = 5. 6 
Hz), 8. 18(1H, m), 8. 98 (1H, s) , 9. 19(1H, s) . 
ESI-MS(m/z) :579[M + H] + , 601[M + Na] + . 
[0187] ( mm®\A) N - (4 - Fluorophenvl) - N [ - i 2 - fluoro (2-W (4 — Pvrr 
olidin — 1 — vlpjperidin — 1 — vl) carbonvll amino I pvridin — 4 — vl) oxvl phenyl 
I cyclopropane — 1 . 1 — dicarboxamide 

y^/v n-[4- (3-7/v^-n-4-{[l-(4-^/v^-n^^/v^/w^^/v) 
v^n^n/^^/MK^vv] r$y } ^y^) t°y >v - 2 - -f/v] - n - 

;V?$^;Vjj;Vs^^— J>(50. Omg)0N, N — ^f-;U*;W^K(l. 0ml)^m^,4 
- (t°ay^-l-^)t°^y> ? ^(46. 3mg)^Px., ^?&^16B#ra«#Ufco R 

^^^^tiN^^^hy^A^^(3:^gabfc 0 ^JB^fp^^-e 

^W^y^ (FUJI SILYSIA NH, ^7°^:@^^^^/V= 1 : 2~g^^^^/V 

—^/P:^^=i:3x-m^ m^mku &^^tvxmm^^o(36. 9m g 

,81. 4%)£r#fco 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 57 (4H, m), 1. 66 (2H, m) , 1. 7 

3 

5(2H, m), 1. 85 (4H, m) , 1. 98 (2H, m) , 2. 33 (1H, m) , 2. 67 (2H, m) , 2 
. 96(2H, m), 4. 04(2H, m) , 6. 55(1H, dd, J = 2. 0, 5. 6Hz), 6. 92(2H, 
m), 7. 04 (2H, m) , 7. 25 (1H, m) , 7. 50 (2H, dd, J = 4. 8, 9. 2Hz) , 7. 61 ( 
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1H, d, J = 2. 0Hz), 8. 06(1H, d, J = 5. 6Hz), 8. 20(1H, m), 8. 78(1H, s) 
, 9. 25(1H, s). 

ESI-MS (m/z) :605[M + H] + . 
[0188] (g&6fe#!l5) N— f4— ((2-r(l4-r(Dimethvlamino)methvllpit3eridin— 1-v 
llcarbonvl) amino Ipyridin— 4— vlloxv) — 3 — fluorophenvll — N' — (4 — fluo 
rophenvl) cyclopropane — 1 , 1 — dicarboxamide 

4- (vWvvt$/^/v) tr^y vV- i -^/vajss^y^ r^K [4- (4-r^y 

- 2 - 7/V^-n7^ydriX) try vV - 2 - -f/V] T5K (88mg) £rN, N— ^WvVaJvl' 
AT5K(2. 5ml) KlSgflMtfirfco ^?!?#B^T\ l-(4-7Mn7x^/V*/W^ 
^/^v-^n^n/N^/V/K^rv-y^ T^K(lOlmg), hy^/VT^(0. 0633ml 

) , -<^y>yry — /v- 1 ->f>wvMJ^ (v^/vr^/) ^3^7 

/V^-nsJx^^ai— h (201mg) ^miETimfcT— Bfe!fc#Ut, SJ^feg^^/V 

^n-^h^C^— (Fuji Silysia NH, ^ttli;g|Sxf/^^i|^f 

/v= 98 : 2) Icj^ftKUfc, 3 W»5>IffSr«EE*«lb^o ^^fcaffi^T^-S: 

8mg, 30%)£6fe^£LT#fc o 

X H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 15 — 1. 30 (2H, m), 1. 60-1. 

3 

85(7H, m), 2. 10-2. 15 (2H, m) , 2. 64(3H, s) , 2. 66(3H, s), 2. 87(2H 
, m), 4. 04 (2H, m) , 6. 56 (1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 30 (5H, m 
), 7. 40-7. 50(2H, m), 7. 58(1H, d, J = 2. 4Hz) , 7. 68 (1H, dd, J = 2. 4 
, 12. 0Hz), 8. 04(1H, d, J = 5. 6Hz) , 8. 73 (1H, brs), 9. 57(1H, brs) . 
ESI-MS (neg. ) (m/z) : 591 [M-H]". 
[0189] (^6foffil6) N- f4- (12- f ((4- [ (Dimethvlamino)methvl]piperidin- 1 -v 
llcarbonvl) amino Ipyridin— 4— vlloxv) — 3 — fluorophenvll — N' — (4 — fluo 
rophenvl) cvclobutane — 1 . 1 — dicarboxamide 

4- (vW/VT^/^/V) t°^y vV- 1 -^/V^v^y^ Tv-K [4- (4-T^7 
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- 2 - -7 jV^fXi-y ^^y) TdVV-y - 2 — i;V\ T5K ( 1 14mg) 3rN, N - v^^W* 
^/V)^?xiy*#>33/V^i/))y? TVK (279mg), MJ^/KT^CO. 164ml) 

„ ^^hjtv— /v- i — f/v^^v / hy^(v ? ^^/vT5;y)^^!>A ^^f-^/v 

^-n^^— h (520mg) ^M^T^JPx.T^ B&*#Lfc 0 

bT#^tv^S^>y^^>^7A^i3-^h^^— (Fuji Silysia NH, ^ffi^S; 
^^/V~^^/V:^/-/V=98:2) ^j:«9*t^Lfc 0 @ Wfe^IMl 
*&Ut„ #e>HfcaaE(^^/^— ^-^^^21^ (1 : 3) ^^.-CH^iSr 
#ftU$^fc 0 @flc££StU ii^*fc*H-3£fcteJ;^ *|E^^(19. lmg, 11%) 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 10-1. 25 (2H, m) , 1. 50-1. 

3 

85(3H, m), 2. 00-2. 15(4H, m) , 2. 21(6H, s) , 2. 70-2. 90(6H, m) , 4 
. 00-4. 10 (2H, m), 6. 54(1H, dd, J=2. 4, 5. 6Hz), 7. 00-7. 20(5H, 
m), 7. 48-7. 54(2H, m) , 7. 57(1H, d, J = 2. 4Hz), 7. 73(1H, dd, J = 2. 
4, 12. 0Hz), 7. 78(1H, brs) , 8. 03(1H, d, J = 5. 6Hz), 8. 08(1H, brs) . 
ESI-MS(m/z) :607[M + H] + . 
[0190] CUWMD N-f4- ((2-r(i4-f2- (Dimethvlamino) ethvllpjperazin- 1 
— vllcarbonvl) aminolpvridin— 4— vlloxv) — 3 — fluorophenvll — N ? — (4 — f 
luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (2-^/l^J-n— 4-{[l- (4 — Z7/V#uz7^^;V%;Vs^s(;V)^9u7 0 us<l/ 
ij;VT^^;VYT^Ay^7^y)^)V'ly-2.-4;V\ - N- (7^y3ri/JJ/V>7$~/l')% 
/W**r?9 Tv-K 7^.— /V ^^/v(i30mg)^l-[2-(v ? ^/VT^y)^^-/V] 
tX7^y(i23mg)©N, N-^f ;V*;W^K(2. 5ml)$g?££r^iB.l;rC;(ni£. 

3. mmmw^o R^m^mm^^t^-c^mvtc 0 ftmm&mamtT 

&M&misf'o nhnfcmm&^J%7*^7J9J*7V^h?77^—(Fun Silysia 
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#^#rm£i^L 0 Hft^IfrU il^^i-^^^^J;?), ^fB{b^(42. 3mg, 3 
6%) l:fi^i:Lt#fco 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 78 (4H, m) , 2. 25 (6H 

3 

, s), 2. 40-2. 56(8H, m) , 3. 46-3. 54(4H, m) , 6. 55(lH, dd, J = 2. 4, 
5. 6Hz), 7. 00-7. 30(5H, m) , 7. 40-7. 50(2H, m) , 7. 58(1H, d, J = 2. 
4Hz), 7. 69(1H, dd, J = 2. 4, 12. 0Hz) , 8. 04(1H, d, J = 5. 6Hz) , 8. 49(1 
H, brs), 9. 53 (1H, brs) . 
ESI-MS(m/z) :608[M + H] + . 
[0191] (^feffil8) N- f4- (12- f(l4- r(Dimethvlamino)methvllDiDeridin-l -v 
llcarbonvl) amino Id vridin— 4— vlloxv) — 2 — fluorophenvll — N' — (4 — fluo 
rophenvl) cyclopropane — 1 . 1 — dicarboxamide 

-7^;v N-[4- (3-^/V^-n-4-{[l- (4-^7V^-n^ai^/v^7/w^^/V) 

i/?xizfxi/^t))VT$^v\ r$y } y^y^y) t°y - 2 - ^r/v] - n - 7^/^31 

J>(50. Omg)0N, N-^;WAT^K(l. 0ml)^m^ N 4 
-(v^/^T^y/^/Htf^yvV ^^^^(67. Omgh h!J^/VT^(0. 052 

3mi), * (o. osomi) ^px., ^m^ioB#iio*#ufco Rmm^bV^/^r^io 

. 0523ml), tK(0. 050ml) ^(JPx., £ib^fi^24l^«#Lfc 0 KfoW&WWt 

— (FUJI SILYSIA NH, g^^^^/V~g^^rc^/V:^y— /V=20:l)-C)ftMb 
fc 0 g W^W^SraiJMIbfeo aSi-^iT-^iPx., WWUbtfcJKSr^StUfco 
^dri^-^-C^, M^*iU 6&fe^LT^M^1^(22. 4mg, 50. 4%) 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 10-1. 20 (2H, m), 1. 65-1. 9 

3 

9(7H, m), 2. 13 (2H, d, J = 6. 2Hz), 2. 21 (6H, s) , 2. 87 (2H, m) , 4. 06 ( 
2H, m), 6. 55 (1H, m) , 6. 90 (2H, m) , 7. 03 (2H, m), 7. 32 (1H, brs), 7. 
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49(2H, dd, J = 5. O, 9. OHz), 7. 62(1H, s) , 8. 06(1H, m) , 8. 15(1H, m) 
, 8. 99(1H, s), 9. 27(1H, s) . 
ESI - MS (m/z) : 5 9 3 [M + H] + . 
[0192] N- f 4 — T (2 — f f (4- Azetidin- 1 -ylpiperidin- 1 — vl) carbonvl 

1 amino jpyridin — 4— vl) oxvl — 2 — fluorophenvll — N' — (4 — fluorophenvl) 
cyclopropane 1, 1 — dicarboxamide 

~7^^)V N-[4- (3— 4— { [1- (4-7;l^tP7x^;^;W^^) 
^7^n7n/ n^/VtJwV] } 7i/ ^ix) try - 2 - -f/W] - N - y^J^yjj 
M^*/WV-h(50. Omg)©N, N-^^/MM^T5K(l. Oml) 4 
-(Tff^-l-^tVi)^ ~*£ll:t£(79. 9mg), MJ^/VT^(0. 10 
5ml), 7k (0. 050ml) ^PX., ^mt?24^W«#b7bo SJ^^^^/^IN 

VJ*-e&tikLi£o i£gfcSr@icU m^^Wf/vDy^v^Ytfy^j— (FUJI SI 

LYSIA NH, gfcg£:t^vk~ g^^/v : ^y— /V= 20 : 1) -&feWjfco § ftJ^W 
#5r«$tUho igl^xf/vx- "7 l /W:^^>'=l:3Sr*n^ |ft±]LM^6 
StUh 0 dri^-^-C^, MU&mU &&J&M£LXmmik&m(22. 9mg 

,51. 7%)^#fCo 

X H-NMR Spectrum(CDCl ) 5 (ppm):l. 22-1. 33(2H, m) , 1. 64-1. 8 

3 

3(6H, m), 2. 06 (2H, m) , 2. 20 (1H, m) , 3. 03 (2H, m) , 3. 18 (4H, m) , 3 
. 89(2H, m), 6. 54(1H, dd, J = 2. 0, 6. OHz), 6. 91 (2H, m) , 7. 03(2H, 
m), 7. 28(1H, s), 7. 50(2H, dd, J = 4. 8, 9. 2Hz) , 7. 61 (1H, d, J = 2. OH 
z), 8. 05(1H, d, J = 6. OHz), 8. 17(1H, m) , 8. 85(1H, s), 9. 28(1H, s) . 
ESI - MS (m/z) : 59 1 [M + H] + . 
[0193] (^Ife^llO) N- (4 -Fluorophenvl) — N' - f3-fluoro — 4- [ (2- ( [ (4-pvr 
rolidin— 1 —ylpiperidin— 1 — vl) carbonvl] amino I pvridin — 4— vl) oxvl phen 
vl} cyclopropane — 1 . 1 — dicarboxamide 

[4- (2-7/V^~n-4-{[l- (4—7;V3ru7^^/VX);Vs^'{/V)*y7xi-7°n/<l/ 
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mVtCo nhfltimm^V^^^y^Vi^Y^yy-f— (Fuji Silysia NH,^ 

m$-frfc 0 @#:£6IfeU iS^^Mi-^^^i-J;^, ^fE^^#)(48. Omg, 80%) £ 
X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 50-2. 00(12H, m), 2. 20(1 

3 

H, m), 2. 50-2. 64 (4H, m) , 2. 96 (2H, m) , 3. 92-4. 04 (2H, m) , 6. 56 
(1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 30(5H, m) , 7. 40-7. 50(2H, m) , 7 
. 55(1H, d, J = 2. 4Hz), 7. 68 (1H, dd, J = 2. 4, 12. 0Hz) , 8. 04(1H, d, J 
= 5. 6Hz), 8. 70 (1H, brs) , 9. 48 (1H, brs) . 
ESI-MS(m/z) :605[M + H] + . 
[0194] ( 3*WM 11) N-{4-r(2-{f(4- Azetidin - 1 - vlpjperidin - 1 - vl) carbon 
vll amino I pvridin — 4 — vl) oxvl — 3 — f luorophenvl I — N [ — (4 — f luororjhenvl 
) cyclopropane —1.1 — dicarboxamide 

[4- (2— 4— {[1— (4-7/V^u7^~;V%;Vs^^sV)i/?xizfris<l/ 
^;v^^;V\T^Ay^-^y)^yy^-'2.-^;V\ -N- {y^/^ij/v-^^/v) # 

TVK ^mri/V ^J*7VK66mg) <£>N, N-^f ;V*/W^K(1. 0 
ml) ^«i3l4- (T 1 --T/V) tf-^U vV niSifeie (85mg) % bV^/^T 
5^(0. 112ml) Sr^lJTG&llfcT, 24^W»^b7t„ SJ^^Bfe^/^*^ 

-^Wyyj— (Fuji Silysia NH, §tljfR;^xf ;V-Stxf /V = 

95 : 5) l^SISlUfc, g W«b^IffSr«£E««lbfeo 
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£<9, $?mik&m(34. 6mg, 59%) £6fe$^LT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 16-1. 34 (4H, m) , 1. 50-1. 

3 

72(4H, m), 2. 00-2. 10 (2H, m) , 2. 19(1H, m) , 3. 02(2H, m) , 3. 10- 
3. 24(4H, m), 3. 80-3. 90(2H, m) , 6. 56(1H, dd, J = 2. 4, 5. 6Hz), 7. 
00-7. 30(5H, m), 7. 40-7. 50(2H, m), 7. 55(1H, d, J=2. 4Hz), 7. 68 
(1H, dd, J = 2. 4, 12. OHz), 8. 04(1H, d, J = 5. 6Hz), 8. 67(1H, brs) , 9. 
47 (1H, brs). 

ESI-MS(m/z) :591[M + H] + . 
[0195] mmmi2) N- (4-Fluorophenvl) — N' — (4— I f2— ( I Tmethvl ( 1 — methv 
lpjperidin — 4 — vl) aminol carbonvl I amino) pvridin — 4 — vll oxvl phenyl) cvcl 
opropane — 1 . 1 — dicarboxamide 

[4- (4-{[l- (4-^/V^-n^^^/V^7/W^-i'/V)^n^°ny^V^7/V7K^/V]T5 
/}^n/^)t°y^:/-2-^7K|-N- {-7^j^$)/v^~/v)i);v/^y? t->K 
^^/V(50mg)^rN, N-^f^*;^7$K(l 0ml) \Z.W&&-&fc 
^ ^>V{\-^>V\£^yy^-A-s(>V)T^/(0. 045ml) *M^X§2mWkW 
Ut, KJSScSrftBft^/KSOmD irlSfP^^^hy^A^K^(20ml)-t?^gB 
Lfco ^aS^fP^^^hy^A^^ (20ml). (20ml), t^fP^^C (20 

fcaS^y^^/V^^^n^h^^— (FUJI Silysia NH,^ttl^;^xf 
/V~^^/V : ^y-/k=95:5)^J;«9ltMb/i 0 g WM#£MJHt«iU # 
fetVTtaS^^^/V^— X/V (2ml) b^^-> (4ml) ^Px.T^^$-frfc 0 0#: 
^^bfc^,M^^i-^i:^j;«9^M^^(37. 6mg, 86. 8%)£fifefe v ^ 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 40-1. 90 (8H, m) , 2. 08 (2H 

3 

, m), 2. 30 (3H, s) , 2. 88 (3H, s) , 2. 93 (2H, m) , 4. 15 (1H, m) , 6. 54(1 
H, dd, J = 2. 0, 5. 6Hz), 6. 90-7. 14(4H, m) , 7. 18(1H, brs), 7. 40-7 
. 60(4H, m), 7. 64(1H, d, J = 2. OHz), 8. 05(1H, d, J = 5. 6Hz) , 8. 95(1 
H, brs), 9. 09 (1H, brs). 
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ESI-MS(m/z) :583[M+Na] . 
[0196] ( mWM 13) N-(4-r(2-if(4- Azetidin - 1 - vlpjperidin - 1 - vl) carbon 
vll amino } pyridin — 4 — vl) oxvl phenyl I — N ' — (4 — f luoro phenyl) cvcloprop 
ane — 1 . 1 — dicarboxamide 

[4 - (4- { [1 - (4-^/V^-n^^^/^/W^^/H i/?uy p v/<^jj/^^/l'2T^ 
J}7^j3c-»t°yi/l/-2-4/^] -N- (-7^./^JJ/V^^./V)Jj;Vs<^y? T^K 
~7^;V 3i^/v(50mg)^N, N-^/^A75K(l. 0ml) i^MM^fc 
^ 4- (Tlf^vV- 1 t°-<y vV ^^(82. 9mg) , by^/Kr^( 
0. 0782ml), ?k (0. 100ml) £JlI^P;iT620^«#Lfc o HJS«£B»^vK 
50ml) irlMfP^TK^i-hy^^TK^ (20ml) -e^SabT^o ^^Lfc^S^fP 
^Bl^l^hy ^7kl« (20ml) , 7K (20ml) , f^P^Tk (20ml) T*jlR^i5fe#L 

/V^77A^n^b^9^— (FUJI Silysia NH, gfiif /V 

7^ = 95:5) iZ^mm^fto @W»B^»iiL, #fbtLfcM^ 
3z^7^^/v(2ml)^^f->-(4ml)^Px.T^^fc: 0 @#:^^bfc^, M 
^^3^^£^S^1^(28. 8mg, 65. 1%) ££^^LT#fc 0 
'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 40-1. 80 (8H, m) , 2. 06 (2H 

3 

, m), 2. 21 (1H, m), 3. 02 (2H, m) , 3. 19 (4H, m) , 3. 80-4. 00 (2H, m) 
, 6. 53(1H, dd, J = 2. 0, 5. 6Hz) , 6. 94-7. 14(5H, m) , 7. 40-7. 66(5H 
, m), 8. 03 (1H, d, J = 5. 6Hz), 8. 83 (1H, brs), 9. 15 (1H, brs) . 
ESI-MS(m/z) :595[M + Na] + . 
[0197] (^MI14) N-T4- (i2-r(i4-f3- (Dimethvlamino) azetidin- 1 -vll pi 
peridin— 1 — vllcarbonvl) amino! pyridin— 4— vlloxv) — 2 — fluorophenvll — 
N ' — (4 — f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 
-7^;v N-[4- (3-^/V^-n-4-{[l- (4-7;^n7x^/W^^V) 
^?nzfxi/<^Jj;V^;V] } y^y^) fc°y vV - 2 - ^/V] - N - 7 

J>(50. Omg) CON, N- ^fM;W^*(2. 0ml) WlfcK. 
N, N-v ? ^/k-N-[l-(t: 0 ^yv ? ^-4 — f/V)T^^v ? ^-3--f/V]T5:>' H 
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^^^(79. 9mgh hy^/VT^(0. 105ml), ?R(0. 050ml) ^Px. N ^^"Cl 

-yyi3>f)Vj3yJ>.trvi-^Wy~74—(¥\RY SILYSIA NH, g^^zc^/V~g^^rc^- 
/k=20:l)-e*tMb/- o gfi^m^^bfCo a^t-v 5 ^^/^— T 
/V:^^=l:3^Ux., WffiUhM^I&Lfco ^tl^^c^Xm^ St 
S£*fcU &&ffiMt^XmMfc&!&(30. 8mg, 64. 8%)£#7c 0 
'H-NMR Spectrum (CDCl ) 8 (ppm) :1. 31 (2H, m), 1. 50-1. 80 (6H, 

3 

m), 2. 14 (6H, s), 2. 32 (1H, m) , 2. 90 (3H, m) , 3. 05 (2H, m) , 3. 53(2 
H, m), 3. 89(2H, m) , 6. 54(1H, dd, J = 2. 4, 5. 6Hz), 6. 92(2H, m) , 7. 
04 (2H, m), 7. 23 (1H, s) , 7. 50(2H, dd, J = 4. 8, 9. 2Hz) , 7. 61 (1H, d, J 
= 2. 4Hz), 8. 06(1H, d, J = 5. 6Hz) , 8. 19(1H, m) , 8. 77(1H, s) , 9. 25( 
1H, s) . 

ESI-MS(m/z):634[M + H] + , 656[M + Na] + . 
[0198] mmmi5) N-(2-Fluoro-4-{r2-({r4-(4-methvlpiperazin-l-vl 
)pjperidin — 1— vllcarbonvllamino) pvridin — 4— vlloxv I phenyl) — N' — (4 
— f luorophenvl) cyclopropane —1.1 — dicarboxamide 

N-[4- (3— 4— {[1— {A--7)VJrxr7^z=.>Vjj;V/^^;V) 

} ~7^-J fc°!J - 2 - -f/V] - N - 7x7 =3r^# 
M^/WV-h(50. 0mg)©N, N-^/^vMM^T5K(2. 0ml) 1 
-7^-/V-4-(fc°-<yvV-4— f/V)fc°-<7vV(68. 7mg)^Px., ^?&-T?12l$KI 
*#Ufco ^^^^^^/V^lN^^b^hy^A^^^^IELfCo W H«£r 

^7v#7^P^h^7^^-(FUJI SILYSIA NH, iixf;V~g|txf 
^7— /V= 20: 1—10:1) -elf^bfCo g W^PJ^»lib7t 0 affi^^/l^— 
^/V:— ^^=1:3^P^L, DfmbfcM^^bfCo MM 
S£#feU &fe$^LTicS^#K34. 6mg, 72. 8%)£#fc 0 
'H-NMR Spectrum (CDCl ) 5 (ppm) :1. 44 (2H, m) , 1. 68 (2H, m), 1. 7 
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5(2H, m), 1. 90(2H, m) , 2. 32(3H, s) , 2. 39-2. 71 (9H, m) , 2. 90(2H 
, m), 4. 11 (2H, m), 6. 55 (1H, dd, J = 2. O, 5. 6Hz), 6. 92(2H, m), 7. 0 
4(2H, m), 7. 26 (1H, covered by CDC1 ), 7. 50 (2H, dd, J=4. 8, 9. 2H 

3 

z), 7. 62(1H, d, J = 2. OHz), 8. 06(1H, d, J = 5. 6Hz), 8. 20(1H, m) , 8. 
84 (1H, s), 9. 20 (1H, s) . 

ESI-MS(m/z):634[M + H] + , 656[M + Na] + . 
[0199] ( MMM 16) N - ( 2 - Fluoro -A-\\2-(\\A-(l- methvlpjperidin - 4 - vl) 
piperazin— 1 — vl]carbonvl}amino)pvridin — 4— vlloxv I phenyl) — N' — (4 — 
f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

N-[4- (3-7/^o-4 - { [1 - (4-7/VtP7x^;W^^) 
*/9xr?xi/^i3;Vi$^.;V\ } fc°U - 2 — f /V] - N - 7x/^^ 

/V^-/V^7/W^— h(50. Omg)(Z)N, N-^^/VtfvWvT5K(2. Oml)$^&£ N 1 
-(N-^/Vt°^y^-4-^/V)t^7vV(68. 7mg)^Px., ^*B.-C12R#|ig 

f;V%*7J*?Xi^W*774— (FUJI SILYSIA NH, g^^rc^/V~g^^rc^/V : ^ 
^y— 7^=20:1—10: l)-C#j|*ibfeo @W^S^IiLfc 0 ^Sli^f/^- 
T/V:^3c-y->=l:3&Mz., DfaifctfeR^^Lfc, ifr&^i^-CBfcifK MM 
Sfc&U &^^L-C^M^^J(30. lmg, 63. 3%)£#7c 0 
X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 59-1. 76 (8H, m) , 1. 96 (2H, 

3 

m), 2. 28 (4H, m) , 2. 57 (4H, m) , 2. 92 (2H, m), 3. 50 (4H, m) , 6. 55(1 
H, dd, J = 2. 0, 5. 6Hz), 6. 91 (2H, m) , 7. 04(2H, m) , 7. 24(1H, s), 7. 5 
0(2H, dd, J=4. 8, 9. 2Hz) , 7. 62(1H, d, J = 2. OHz), 8. 06(1H, d, J = 5. 
6Hz), 8. 19(1H, m), 8. 88(1H, s) , 9. 20(1H, s) . 
ESI-MS(m/z):634[M + H] + , 656[M + Na] + . 
[0200] ( 17) N - ( 2 - Fluoro - 4- ff2-(fr4-(l - methvlazetidin - 3 - vl) 
piperazin— 1— vl]carbonvl } amino )pyridin— 4— vl]oxv) phenyl) — N' — (4 — 
f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 
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y^~>V N-[4- (3— 7/^13— 4— {[1— {.A-~7;V^rxi~7*.z=.;V)3;V/^4;V) 

^^nyn/^*/^-^] } y*.j ici/) t°y - 2 - - n - y^y^x 

;^-/^;WV-h(50. Omg)©N, N-^^VMjvW>>T$K(2. Oml) 1 
- (l-^f;V7f f v?y-3-#)tX7v?y H*£^|g(79. 4mg), hU^/VT 
^(0. 125ml), 7K(0. 10ml) ^Px., ^?&^6IJ#fl*#U-~ 0 RfoWiKl- (1-^ 
Wff^-3-^f;V)k^7^ H^^^(19. 9mg) , hy^/KT^>(0. 0 
32ml), ^Px., ^i&^2B#ra«#Ufc 0 ££J&^£@1^^/v£lN*^f[^by<^ 

*§$I£@*U aS^*^?^nvK57>f- (FUJI SILYSIA NH, gft 
ift^/V~g^ift^/V:^y— /v=20: 1~10: l)^*tSJUt„ g W*Pf^Srill» 

tLSr>.^r^-C?5fe^, »^Wfc*fcU &&&MbLXmm4\&Q3(19. 7mg,43. 4% 
)^#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 67 (2H, m), 1. 73 (2H, m), 2. 0 

3 

6(3H, s), 2. 31-2. 36(6H, m) , 2. 93(3H, m) , 3. 51 (4H, m) , 6. 55(1H 
, dd, J = 2. 0, 5. 6Hz), 6. 88-6. 93 (2H, m) , 7. 03 (2H, m) , 7. 25 (1H, s) 
, 7. 49(2H, dd, J = 4. 8, 9. 2Hz), 7. 62(1H, d, J = 2. 0Hz) , 8. 06(1H, d, 
J = 5. 6Hz), 8. 19(1H, m), 8. 93(1H, s) , 9. 19(1H, s) . 
ESI-Ms(m/z):606[M + H] + , 628[M + Na] + . 
[0201] mmmi8) N- (4-f f2- (f T4— (Dimethvlamino)piperidin-l-vllcarbo 
nvll amino) pvridin— 4— vlloxvl — 2 — fluorophenvl) — N' — (4 — fluorophen 
vl) cyclopropane — 1 . 1 — dicarboxamide 

y^^/V N-[4- (3 - - 4 - {[ 1 - (4 - y /V^rny ^^;V$) /V/^s( ;V) 
^^xiy°n/<^;V^^.;V] } ~7x./3**/) t°U - 2 - <4AS] - N - y^S^isjJ 
;^-;^;W^-h(50. Omg) CON, N-^^VM}VKAT$K(2. 0ml)^$e^ 
N, N-v ? ^/V-N-(fc°^y> ? ^-4-/r7V)T^ (79. 4mg), hy^ 

^-/vT*y{o. i57mi), tK(o. lomi) ^px., mwciommBWi^t'o m&m&tit 
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-f — (FUJI SILYSIA NH. @^^^^7V~@^^rc^/V:^y— 7^=20: 1~10:1 
) "ZmmUto § & W#«r*IBUfco aSt^^f/v^-r;v : — ^>-= 1 : 3£r 

Xmm^m (30. 6mg, 70. 5%)£#fc 0 

'H-NMR Spectrum (CDC1 ) 8 (ppm):l. 43-1. 53(2H, m) , 1. 66-1. 7 

3 

7(4H, m), 1. 89(2H, m) , 2. 30(6H, m) , 2. 37(1H, m) , 2. 91 (2H, m) , 4 
. 11 (2H, m), 6. 56 (1H, dd, J = 2. 0, 5. 6Hz) , 6. 91-6. 95 (2H, m) , 7. 0 
5(2H, m), 7. 30 (1H, s) , 7. 51 (2H, dd, J = 4. 8, 9. 2Hz) , 7. 64 (1H, d, J 
= 2. 0Hz), 8. 08(1H, d, J = 5. 6Hz), 8. 19(1H, m) , 8. 89(1H, s) , 9. 24 ( 
1H, s). 

ESI - MS (m/z) : 579 [M + H] + , 60 1 [M + Na] + . 
[0202] mW.Ml9) N- (3-Fluoro-4-{f2- (if4- (l-methvlDiperidin-4-vl) 
Diperazin— 1— vllcarbonvl}amino)pvridin— 4— vlloxvlphenvl) — N' — (A — 
f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (2-7;v3rv— 4— {[1— (4— 7/v^-n^^/v^7/w^--r/v)v'^ti7 p n^v 
^/V/K^/V]T^y}^y=3r^)t°yv ? ^-2-'l'/V] -N- (^^/drv-^/V^/V)^ 

T->K /V x^r;V(66mg)©N, N-^^/V^/VAT^KCl. 0 

mD^^l- (l-^/Vt^y^-4— f/V)fc°^vV(73. 3m&)&mmzX 

uux.x^ -mmw\^fc 0 ECffcm&mm^/^b7S<.xftmvfc 0 mmmzmamtr 

%&fflMRVtto nbtlftmm&isy#y*#9&?v^hy97>(—(FvQi Silysia 
9%) &&&BMbL,xmc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 80 (8H, m) , 1. 93 (2H 

3 

, m), 2. 20-2. 34 (4H, m) , 2. 50-2. 60 (4H, m) , 2. 84-2. 96 (2H, m) , 
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3. 40-3. 56(4H, m) , 6. 56(1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 30(5H, 
m), 7. 40-7. 50(2H, m) , 7. 56(1H, d, J = 2. 4Hz), 7. 68(1H, dd, J = 2. 

4. 12. OHz), 8. 05(1H, d, J = 5. 6Hz) , 8. 60(1H, brs) , 9. 54(1H, brs) . 
ESI-MS(m/z) :634[M + H] + . 

[0203] (W&M20) N- (3-Fluoro-4-{f2- (f f4- (4-methvlpiperazin- 1 -yl 
)piperidin— 1 — vllcarbonvll amino) pyridin — 4— vlloxvl phenyl) — N' — (4 
— f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (2— 4 — {[1— (4-^/V^-n^^^/V^7/W^'l'/V)^ci7 P n/N^ 
^7/V^-/V]T5/}^^/driX)t:°!;v ; ^-2-^/V] -N- (y^/^-iyjtj/V^/V)^ 
/W<^y? Ti^K ^ji^/V 3^^/V(66mg)©N, N-^f ;V*/W^K(1. 0 
ml)^g^l-^/W-4- — |7V)t°-<7vV(73. 3mg) Sr^iaie: 

mkMiSWmUto mhntdmm^V^y/^9^n^b^9^—(Fun Silysia 
^1^/(60. lmg, 95%)£fife^£bT#fc 0 

X H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 40-2. 00(9H, m), 2. 29(3H 

3 

, s), 2. 35-2. 70(8H, m) , 2. 88(2H, m) , 4. 00-4. 10 (2H, m) , 6. 56(1 
H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 30(5H, m) , 7. 40-7. 50(2H, m) , 7. 
56 (1H, d, J = 2. 4Hz), 7. 68 (1H, dd, J = 2. 4, 12. OHz), 8. 05 (1H, d, J = 

5. 6Hz), 8. 63 (1H, brs), 9. 54 (1H, brs). 
ESI-MS(m/z) :656[M + Na] + . 

[0204] (mWM\2 1) N-f4-((2-r({4-r3 - (Dimethvlamino)azetidin-l-vllpi 
peridin— 1 — vllcarbonvl) amino] pyridin — 4— vlloxv) — 3 — f luorophenvl] — 
N ' — (4 — f luorophenvl) cyclopropane — 1 , 1 — dicarboxamide 
[4- (2—7/Vjlm — 4— {[1— (4— 7;V3rv7^^;V$);Vs^'(;V)l/?v7ris<l/ 
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^7/v^-/v]T^y}^^y^r^) t°y> ? ^-2-^/v] -n- (y^y^^/u^^/v)^ 

/W<^y? Tv-K /V ^^/V(66mg)CON, N-^^V^/VAT^KCl. 0 

ml) ^^4- (3-^W^f^-l-^)tXy^y Hifi^ifi(116 
mgh hy^/KT^(0. 168ml) ^?a^TiPX.T, — tfc*#Lfc Q BtJ^feg^gl 

SrsVjj^^n-^hfy?^— (Fuji Silysia NH, $§m?£;@^:^^vV~g^:^ 
/V : ^7-/V= 95 : 5) KXVmMVfCo B W^^Hf ^M«Lfc 0 

fc 0 @^SSr»JEE$£«i-S^i:^j;t), |gfE{b^(57. 5mg. 91%)&&&foM 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 20-1. 80(8H, m) , 2. 11 (6H 

3 

, s), 2. 25(1H, m), 2. 74-2. 90(3H, m), 3. 04(2H, m) , 3. 40-3. 50(2 
H, m), 3. 80-3. 90(2H, m) , 6. 56 (1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 
30 (5H, m), 7. 40-7. 50 (2H, m) , 7. 55 (1H, d, J = 2. 4Hz), 7. 68 (1H, d 
d, J = 2. 4, 12. 0Hz), 8. 04(1H, d, J = 5. 6Hz), 8. 66(1H, brs) , 9. 48(1H 
, brs) . 

ESI-MS(m/z) :634[M + H] + . 
[0205] mmM22) N- (3-Fluoro-4-if2- (If4- (l-methvlazetidin-3-vl) 
pjperazin— 1 — vllcarbonvl}amino)pvridin — 4— vlloxvl phenyl) — N' — (4 — 
f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (2— 4— {[1— (4—7/V^rxi7^^.;Vjj;Vs^s(;V)i/?xizfxi/<l/ 

^7/v^/v]T^y}^^y^» t°y> ? ^-2--f/v] - N- t7^y*iyjj/v>7$~/i')% 

;W*$y? Tv-K ^—/V x^T/V(66mg)©N, N-^f^*;W5K(l. 0 
ml)tSlil-(l-^7ffv ? y-3-^)tX7i?y H*^^(106mgh 

hy^/vT5^(o. i67mi) zmmzxtiazx. 25mmmw^tco Ea&mzr&mx- 
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Asi3 s 7Jx9xrsrW 3 7'74— (Fuji Silysia NH, ?§ttM;@t^^VV~g1^Ji^-/V: 
^y-/v= 95 : 5) KWmrnistio S W«»^HSr«EE*«bfe, i^Hf^Sl'^ 
^/v^— ^/v : ^^^=l:3^Px.T@#:^m$^ 0 Hft^IfrU ilMI6 

jirr^^-i^ mmt&m(2o. 2m g , 33%)^&^^bT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 60-1. 80(4H, m) , 2. 25-2. 

3 

34(4H, m), 2. 35(3H, s) , 2. 85-3. 00(3H, m) , 3. 45-3. 55(6H, m) , 6 
. 56(1H, dd, J = 2. 4, 5. 6Hz) , 7. 00-7. 30(5H, m) , 7. 40-7. 50(2H, 
m), 7. 55 (1H, d, J = 2. 4Hz) , 7. 68 (1H, dd, J = 2. 4, 12. OHz) , 8. 05 (1H 
, d, J = 5. 6Hz), 8. 57(1H, brs) , 9. 57(1H, brs) . 
ESI-MS(m/z) :606[M + H] + . 
[0206] C^feffil23) N- (4— f T2- (if4- (Dimethvlamino)piperidin-l-vllcarbo 
nvll amino) pvridin— 4— vlloxvl — 3 — fluorophenvl) — N' — (4 — fluorophen 
vl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (2-^/v^-n-4-{[l- {A-'7;virxi'7^)Vlo;v/^4^)-y^ri-fxi/^ 
%/vv$~/V]T^;}~7^;^)\i°y^-2-4?v] -n- (^^y^^^/v)^ 

/W^y Tv^K :7;n— /V x^T/V(66mg)©N, N- v^VMJvW>vT5;K(l. 0 
ml)mmC4-i?^/UT*yt°<<yi>^ ^^(80. 5mg), hV^^TV^(0. 

H2mi)^^^^-c*nx.-c, —mstwuto ^m&mii^A'bTfcv&mvfto # 

— (Fuji Silysia NH. MtHW. ; g^^/V~g^rc^-/V : 7 v= 93 : 2) £ 

%~t\Z.£<9^ mmit^m(52. lmg, 90%)&&&JfoMbL,Xnfro 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 40-1. 76 (6H, m), 1. 80-1. 

3 

90 (2H, m), 2. 28 (6H, s) , 2. 35 (1H, m) , 2. 89 (2H, m), 4. 02-4. 12(2 
H, m), 6. 55(1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 30(5H, m) , 7. 40-7. 
50(2H, m), 7. 57(1H, d, J = 2. 4Hz), 7. 69(1H, dd, J = 2. 4, 12. OHz), 8 
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. 05(1H, d, J = 5. 6Hz), 8. 54(1H, brs) , 9. 52(1H, brs) . 
ESI-MS (m/z) :579[M + H] + . 
[0207] ( mMM24) N - (4 - f f 2 - ( f f (3S) - 3 - (Dimethvlamino) pvrrolidin- 1 - 
vllcarbonvll amino) pvridin— 4— vlloxvl — 3 — fluorophenvl) — N' — (4 — flu 
orophenvl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (2— 4— {[1— (A-7;V-Xxr7^~)V-%;V/^4)V)*y?xr7xi/^ 
%A^z=.fV\TK?}-7^S* 9 S) — OV\ -N- {7 ^S^yj] % 
/W<^y? T^K 7x-=^/V m^/V(66mg)(Z)N, N-^^/V^/^T^KCl. 0 
ml)mW^(3S)-3-iy^/^T^/\i°tiViy>(0. 0508ml) &MMKXMX.X, 6 

JR&Ufco ^hflt^U^V^^/^7^n^b^77^— (Fuji Silysia NH,i 

^ffia^bfco #W«l^f;^-f;>:^^y= 1 : 3&tiQ%.xmfc&$r 

5. 6mg N 81%)££fe$j v ^LT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 75 (4H, m) , 1. 87 (1H 

3 

, m), 2. 16 (1H, m), 2. 27 (6H, s) , 2. 75 (1H, m) , 3. 21 (1H, m) , 3. 39(1 
H, m), 3. 64(1H, m) , 3. 71 (1H, m) , 6. 58(1H, dd, J = 2. 4, 5. 6Hz) , 7. 
00-7. 30(5H, m), 7. 40-7. 50(2H, m), 7. 63(1H, d, J = 2. 4Hz) , 7. 69 
(1H, dd, J = 2. 4, 12. 0Hz), 8. 05(1H, d, J = 5. 6Hz) , 8. 61 (1H, brs), 9. 
50 (1H, brs). 

ESI-MS (m/z) :587[M + Na] + . 
[0208] N- (4- I f2 — (f l"fl — T2 — (Dimethvlamino) ethvllpjperidin - 

4— vll (methyl) amino! carbonvll amino) pvridin— 4— vlloxvl — 2 — fluoroph 
envl) — N ' — (4 — fluorophenvl) cyclopropane — 1 , 1 — dicarboxamide 
7^.^-/V N-[4- (3—7;V3ru-4—{\_l-(4-7/V^rvi7^^.;Vj}/Vs^'t;V) 

z/?xi7°ti/^J)>vt$=-;v\ T^y } 7^/^y) try - 2 - ^/v] - n - 71^* 
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M50. 0mg)ON, N-i/^;V^;VA75K (2. 0ml) 
N - [ 1 - ( 2 - vW/VT5/^/l-) t°^y - 4 — 17V] - N - 7(f;V75y (69. 
5mg)^P^., ^?U-e22B#r 3 W#bfc 0 MJ&IR£@1^^/V£lN*^b^hi;?A 

TK^^^isbfco ^mm&mfn-km.Tk-emifru m7kmm-i-hV'>j*xm.m^ti 0 

2M£@icU aS^^y*W7A^nvb^77^- (FUJI SILYSIA NH.lt 
^^/k~^^/k:^y-/k=20:l)-e**®bfc o S ^i^W^Sr^LfCo 

^l^-Cgfe^ M^ipzJIU &&mMk\^Xmmk&m(31. 4mg, 65. 9%)£# 

X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 60-1. 83 (8H, m) , 2. 05-2. 1 

3 

1(2H, m), 2. 24 (6H, s) , 2. 39-2. 49 (4H, m) , 2. 88 (3H, s) , 3. 00 (2H, 
m), 4. 13(1H, m), 6. 55(1H, dd, J = 2. 4, 5. 6Hz), 6. 91(2H, m) , 7. 03( 
2H, m), 7. 21 (1H, s) , 7. 49 (2H, dd, J = 4. 8, 9. 2Hz), 7. 68 (1H, d, J = 2 
. 4Hz), 8. 07(1H, d, J = 5. 6Hz) , 8. 18(1H, m) , 8. 97(1H, s) , 9. 21(1H 
, s). 

ESI-MS(m/z) :636[M + H] + . 
[0209] (^^126) N- (4-(f2- (I U- (Azetidin-l-vlmethvl)piperidin-l-v 
llcarbonvl}amino)pvridin— 4— vlloxvl — 3 — fluorophenvl) — N' — (4 — fluo 
rophenvl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (2-7/V^-n— 4— {[1- {A-'7/Vifxi'7^.^;V^i;V/^^;V)l/^xi-^xi/<^ 
id;VT^^;VYr^Ay^^y)^)^-1-AJ'V\ -N- (7^/3ci/Jj/V?$^/V) id 
;V/^y? TiXK /V ^^/V(50mg)(Z)N, N-^^VMJvV^T5K(l. 0 

ml) j§?ftj!14- (Tif 1 (7l^/V) tT-^y ZH&Bfclfi (69mg) , hy^ 
=3-/VT^{0. 085ml) ^?a^T*Px.T, 30#P B W#Ut o KJ£^@1^^/^ 

^xi^W^^— (Fuji Silysia NH^m?^;^^7^~^^/V:^7 

-/v=98:2) Kxmmvtio m^t^-m^m^mmmmuto 
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'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 05-1. 20 (2H, m) , 1. 45-1. 

3 

80 (7H, m), 2. 07 (2H, m) , 2. 28 (2H, d, J = 6. 8Hz), 2. 84 (2H, m), 3. 1 
0-3. 25(4H, m), 4. 02(2H, m) , 6. 55(lH, dd, J = 2. 4, 5. 6Hz), 7. 00- 
7. 30(5H, m), 7. 40-7. 50(2H, m) , 7. 58(1H, d, J = 2. 4Hz) , 7. 68(1H 
, dd, J = 2. 4, 12. OHz), 8. 04(1H, d, J = 5. 6Hz) , 8. 55(1H, brs) , 9. 49( 
1H, brs) . 

ESI-MS(m/z) :605[M + H] + . 
[0210] ( mWM 27) N-(4-ff2-(ir4- (Azetidin - 1 - vlmethvl) pjperidin - 1 - v 
ll carbonvll amino) pvridin— 4— vlloxv I phenyl) — N' — (4 — fluorophenvl) c 
vclopropane —1.1 — dicarboxamide 

[4- (4- {[1- (4-7/V^uz7^~sV%/Vs^^/V)is?v^us<l/%/VT$~;V~]TK 
A~7^-S^y)^yy^-2 — f/W] -N- (7^;3ri/%/Vs$^/V)%/W^y? TVK 
^31— /V ^X7vK50mg) 3rN, N-^fMM75K(l. 0ml) t^fi?$^7t 
4- (Tif ^vV- 1 — i/V^jV) tf-<y^ nifififeffi (70. 2mg) , HJa^vW 
T^(0. 0862ml), tK(0. 100ml) ^IHI^Px.-C62B#^»#Lf' 0 KJS^&BI^ 
(50ml) ^fn^T^E--?^*^ (20ml) -e#EUfc 0 #MUBS^&fPift 
^T^^^A^K^ (20ml) , (20ml) . f&fa&mfc (20ml) -CjlK&gfc^Lfc^ 

^n-ri^?7-f- (FUJI Silysia NH, ^ffif ;gttxf /V:^/ 
— /]✓= 95 : 5) ^£<9»Mbfc 0 g ft4&W#£r$cffi«*tU #^fcaS^^^ 

iT^tiC^mm^m (35. 8mg, 78. 9%)Sra^7fc^LT#7t„ 
'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 06-1. 30 (2H, m) , 1. 43-1. 

3 

73 (5H, m), 1. 75 (2H, m) , 2. 08 (2H, m) , 2. 31 (2H, m) , 2. 84 (2H, m), 
3. 20(4H, m), 4. 03(2H, m) , 6. 53(1H, dd, J = 2. 4, 6. OHz), 6. 95-7. 
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12 (4H, m), 7. 43-7. 65(6H, m) , 8. 03(1H, d, J = 6. 0Hz) , 8. 87(1H, b 
rs), 9. 14 (1H, brs). 
ESI-MS (m/z) :587[M + H] + . 
[0211] N- (4-if2- (If4- (2-Azetidin-l-vlethvl)pit3erazin-l 

— vllcarbonvll amino) pyridin— 4— vlloxvl phenyl) — N* — (4 — fluorophenv 
1) cyclopropane —1,1 — dicarboxamide 

[4 - (4- { [i - {A-y/v^ruy^^vfj/vs^^jv) ^n^D/^^M^/vir^ 
/}^^ydrv/)t°y>?v-2-^/v] -N- t7^;^l/j3;v-$~;v)J];vs^y? T-yV 
7i-/V ^.XtvV (50mg) <£rN, N— v^/V*JWAT5K ( 1 . 0ml) KMM^fc 
1- [2- (7^y-l-^)xf /VjtX^y H*fcgfe*£(64. 6mg), 
^^•/VT5^(0. 129ml), 7k (0. 100ml) ^)lR^Px.T20^^*#L7h o 5fj£$t£- 
(50ml) ^f^Pi^bT^^^zk^lt (20ml) T^ELfc, #»Jg<H& 
f P^kTV^e^^^SSR (20ml) , zk (20ml) N fffi P^i&zk (20ml) 

/V^^A^n-^h^^— (FUJI Silysia NH, ;>~^xf ;l/ 

:^y-/V=9: 1) ^J:«9|f®Lfc 0 @ ^W^^St^U 
^/l^— 7vK2ml)t— ^^(4ml)SrJP^.T«l»$*^o @f*^>IfrUfcgL ifi^C 
^«^^i-J: t 9lftM^^(23. 8mg, 51. 2%) ^fife^tbT#fc 0 
X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 50-1. 90(4H, m), 2. 05-2. 

3 

17(2H, m), 2. 33-2. 42(2H, m) , 2. 46(4H, m) , 2. 50-2. 65(2H, m) , 
3. 25(4H, m), 3. 49(4H, m) , 6. 54(1H, dd, J = 2. 4, 6. 0Hz) , 6. 94-7. 
16 (4H, m), 7. 42-7. 68(6H, m) , 8. 03(1H, d, J = 6. 0Hz) , 8. 90(1H, b 
rs), 9. 08 (1H, brs). 
ESI-MS (m/z) :602[M + H] + . 
[0212] (mWM\29) N- (4-Fluorophenvl) -N' - (4-f f2 - (if4- (pvrrolidin- 1 
— vlmethvl) piperidin — 1 — vl] carbonvl } amino) pyridin — 4 — vl] oxvl phenyl 
) cyclopropane — 1,1 — dicarboxamide 

4- (trny vV- 1 — tvv^/v) t°^y >v- 1 -^/^^y^ t^k [4- (4 
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-T^y^oi/^rv') t°U vV- (125mg) SrN, N-^f/V*/^T5 

K(2ml) ^|g$?£itrfc^ l-(4-7;Vtn7x-^/W^^)^n^n/-?^ 
/V^^y^ TZ/Y (176mgK hy^/KT^O). 11ml), (1H-1, 2, 3-^>- 

yyVTy—/^-i-4/v^r^y) [hy (^^/vr^y) ]*^*— >?a ^dr^^/v^-n 
tafp^^^^hyi7A^^^p^T^Babfco^JB^iafp^^-e^#b, 

l^trxi^W^J— (FUJI Silysia NH, MtHt ; ^7°^^ : S?|xf ;V = 1 : 

^J^M^1^3(121. 2mg, 63. 8%) £fifefe v ^LT#7i 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 10-1. 35 (2H, m) , 1. 50-1. 

3 

75(5H, m), 1. 75-1. 90(6H, m) , 2. 35(2H, m) , 2. 45-2. 58(4H, m) , 
2. 86(2H, m), 4. 05(2H, m) , 6. 54(1H, dd, J = 2. 4, 5. 6Hz), 6. 90-7. 
14 (4H, m), 7. 44-7. 62 (6H, m) , 8. 03 (1H, d, J = 5. 6Hz), 8. 87 (1H, b 
rs), 9. 18 (1H, brs). 
ESI-MS(m/z) :601[M + H] + . 
[0213] (^^130) N-T4- (l2-r({4-f2- (Dimethvlamino) ethvllpjperazin- 1 
— vll carbon vl) aminolpvridin— 4— vl I oxv) phenyl 1 — JST — (4 — f luorophenv 
1) cyclopropane — 1 . 1 — dicarboxamide 

[4 - (4 - {[ 1 - (4 - -7/V^rn-7zr.^/Vjj;V/^^/V) nT" n/^Jj/V^^/V~] 
/}^/3rv0t°yvV-2-^f/V]-N- (^/dr^77/V^—/V)^/W^5^ T^K 
~7^;V ^^J-;V (50mg) \C\ - [2- (v^/VT^y) ^/V] fc'-^vV (48. 6 
mg)(DN, N-vW/V^/WO^KU. 0ml)^«^?a^T*PX.T, 5B#rsW#L 

fee s^^^^^^^^TK-e^isbfeo mmmzmumtT^^^mm, 

bfrlfcmm&^y*tf^Z7^v^h?774— (Fuji Silysia NH^tiii;^ 
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mmzmfemnL-ito mi^mt^mmmkr^t\cx^mmit^m(34. 7m g , 
76%) *&&mM£^xmK. 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 74 (4H, m) , 2. 27 (6H 

3 

, s), 2. 40-2. 56(8H, m) , 3. 46-3. 56(4H, m) , 6. 53(lH, dd, J = 2. 4, 
5. 6Hz), 7. 00-7. 10 (4H, m) , 7. 17(1H, brs) , 7. 44-7. 62(5H, m) , 8 
. 03 (1H, d, J = 5. 6Hz), 8. 85 (1H, brs), 9. 01 (1H, brs). 
ESI-MS(m/z) :590[M + H] + . 
[0214] jMMMM} N- (4-Fluorophenvl) -N' - (4-f f2- (If4- (l-methvloip 
eridin — 4 — vl) pjperazin — 1 — vll carbonvl I amino) Dvridin — 4 — vll oxvlphen 
vl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (4-{[l- (4-^/V^-n^^^/V^7/W^-i'/V)^n^°ny^V^7/V7K^/V]T5 
/}^n/^)t°y^:/-2-^7K|-N- (^/^^/V/K^/v^/w^^ t->K 

^-/V x^T;V(50mg)ON, N-^f /Wi>,T5K(l. 0ml) ?§$e^l - (1 
-^^-/Vt°^y> ? ^-4-^/V)t 0 ^v ? ^(56. 7mg)^?U^TiPX.T, 5B#PbW# 

btbtcffim&^VX^M^fV^hy^^iFuii Silysia NH^ttit;^! 
3i^/v~^^/k:^y-/k=95:5) fcWttftUfco § W«J^WSr«EE*ieL 

mm%mj±m^vtc 0 mfcmm%mj±&mir%-b^£v.mm4k&m(4o. im g , 

84%) & fefe^UT#fc 0 

'H-NMR Spectrum (CDCl ) 8 (ppm) :1. 40-1. 82 (8H, m) , 1. 95 (2H 

3 

, m), 2. 24-2. 34 (4H, m) , 2. 54-2. 60 (4H, m) , 2. 92 (2H, m) , 3. 44- 
3. 54(4H, m), 6. 53(1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 10 (4H, m) , 7. 
17(1H, brs), 7. 44-7. 62(5H, m) , 8. 04(1H, d, J = 5. 6Hz), 8. 85(1H, 
brs), 9. 01 (1H, brs). 
ESI-MS(m/z) :616[M + H] + . 
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[0215] mifaM32) N- (4-Fluorophenvl) -N , -(4-if2-(ir4- (4-methvlpjp 
erazin — 1 — vl) piperidin — 1 — vll carbonvl I amino) pyridin — 4 — vll oxv I phen 
vl) cyclopropane — 1 . 1 — dicarboxamide 

[4 - (4- { [1 - (4— y;V^rny^^V^j;V/^^;V) */9xr?XL/*y% ;Vi$^;V\T^ 
y}y^y^y)^])^-2-4/^l -n- (y^y^jj/vtf^^jj/w^y? Tv/K 

-7zr.=^;V m;*7VK50mg) ©N, N-^f/^/W5K(l. OmD^fel-^ 

^_ 4 _(tr^y^-4-^ |7V)fc°^7^(56. 7m g )^?a^-c*px.-c, -im 

o nbtlfcmm^>y*^*7^?v^b7774—(Fuji Silysia NH, ^ffi«;g^ 

o ^£r^ffi^*L7c 0 @^^ESr^cJEE^i-5^^^J:9, ^fB^^(37. 7mg 
, 79%)^e-fe^i:bT#7h 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 40-1. 94 (9H, m) , 2. 28 (3H 

3 

, s), 2. 30-2. 70(8H, m) , 2. 88(2H, m), 4. 02-4. 14(2H, m) , 6. 54(1 
H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 10(4H, m) , 7. 23(1H, brs) , 7. 45-7 
. 60(5H, m), 8. 03(1H, d, J = 5. 6Hz), 8. 89(lH, brs), 9. 12(lH, brs). 
ESI-MS(m/z) :616[M + H] + . 
[0216] (^£foffil33) N- (3-Fluoro-4-{f6- (f fmethvl (1 -methvlpjperidin-4 
— vl) aminolcarbonvl}amino)pvrimidin — 4— vl] oxv) phenyl) — N' — (4 — flu 
orophenvl) cyclopropane — 1.1— dicarboxamide 

[6- (2-^/V^~n-4-{[l- (4-^/V^-n^^/V^7/W^-f/V)^n^°n/^ 

^7/V7j?-/v]T^y}^^y^r^)t°y^> ? ^-4-^r/v]^7/w^^^ ^v-k /v 

3^7VV(40mg)^N, N-^f;v*;^7$K(l. 0m\)\z.mM£~&KM, 

>v-a- (^/vr^y)t°^y> ? ^(o. 045mi) &M?tx3mmm:Wisfc 0 ^m^m 
m.^^ (50mi) tm umhT^^^mm (20ml) -c^ibl^o mmmitmn 

mtT^^^mm (20ml) x tK (20ml) , fiSf P^^tK (20ml) -ejlR&gfc^LTC 
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^7A^nv^77^- (FUJI Silysia NH^miS;^^^^~g^^^:^ 
^/-/v= 95 : 5) KXVnmJto § W}Vomft&}£l£%kffiU it^Mt^f 
/Vx-t^ (2ml) b^y-ls (4ml) ^Px.T^^$^rfc 0 @#:£r^L7>^ 

m-r^t^x'omm^m (33. 7m g , 79. 3%)^a^^br#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm):l. 50-1. 75 (6H, m) , 1. 75-1. 

3 

90(2H, m), 2. 06-2. 17(2H, m) , 2. 30(3H, s) , 2. 92(3H, s) , 2. 96(2H 
, m), 4. 10-4. 25(1H, m) , 7. 05(2H, m) , 7. 12-7. 24(2H, m) , 7. 31( 
1H, brs), 7. 40-7. 50(2H, m) , 7. 65(1H, m) , 7. 68 (1H, dd, J = 2. 0, 12 
. OHz), 8. 34 (1H, m), 8. 49 (1H, brs), 9. 48 (1H, brs). 
ESI-MS(m/z) :602[M + Na] + . 
[0217] (HM34J N- (4- f (6- i [ (4- Azetidin- 1 vlninoridin 1 — vl) carbon 
vll amino Ipvrimidin — 4— vl) oxvl — 3 — Iluorophenvll — N' — (4 — fluorobhe 
nvl) cvclonronane —1.1 — dicarboxamide 

[6- (2-7/V^xi-4-{\_l-{4-7;V7fxi7^~;VZi/V/^4?V)l/?xi-?vi/<l/ 

7j/v^-/v]T^y}^^y^v^)t°y^v ? ^-4---r/v]^;/w^^^ Tv-K 

^^/V(35. 5mg)^N, N-^f;V*;W5K(l. 0ml)^^-fr7>^, 4-( 
7ffi^-l-^)Mi?y rUfififefi(21mg)^H;^/V'T^(0. 0198ml 
h * (0. 10ml) ^]lll^Px.-C21B#^«#Lfc 0 S^SrB^^^/W (50ml) tma 

mtr^^^mm (20ml) -t?#Baufc 0 ^•as^t&fp^br^^^^^ 

IS (20ml) , 7K (20ml) . mn&Mfc (20ml) ^1R#Cgfc#Lfc^ ^TMM^r-y?^ 

FUJI Silysia NH^tti?g;g^^^/V~g^^^/V:^y— /V = 95:5)^J;t) 
*tMb/c 0 @ tt4fcW#«r«ffi*8fU #^7t^S^v ? ^^/^^/v(2ml)^— 
^^(4ml)^P^.T^^7t 0 Hflc&^EtUh^ M^f^-TS^^^S 
^m(26. 5mg, 68. 8%)«rBfe*fcfcfcLT#;fco 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 15 — 1. 42 (4H, m) , 1. 45-1. 

3 

90 (4H, m), 2. 09 (2H, m) , 2. 28 (1H, m) , 3. 11 (2H, m) , 3. 16-3. 35(4 
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H, m), 3. 80-3. 90(2H, m) , 7. 00-7. 12(2H, m) , 7. 12-7. 26(2H, m 
), 7. 37(1H, brs), 7. 41-7. 52(2H, m) , 7. 59(1H, s), 7. 63-7. 76(1H 
, m), 8. 34 (1H, m), 8. 53 (1H, brs), 9. 42 (1H, brs). 
ESI-MS(m/z) :614[M + Na] + . 

[0218] (^WM35) N- r3-Fluoro-4- (f 6 — I (morpholin-4-ylcarbonvl)amin 
olpyrimidin — 4— vlloxv) phenyl! — N' — (4 — fluorophenvl) cyclopropane — 

I, 1— dicarboxamide 

[6- (2-7Mxi-A-{\\-(A-7/Vjrv7^^;Vji;V/^4>V)i/9xi-7xi/<l/ 

x^T/V(40mg)^N, N-^f/V*M7^K(l. 0ml) \zMf&&1k1t$k^ ^B/^V 
>{0. 045ml) Sr;tofcT26l$WflB£Ufco S^^^^/V(50ml)^M{b 
T^^-7A^K^ (20ml) -e^IELfCo ^jB^tMfP^bT^^^^*^ (20 
ml) , * (20ml) , g&fP^i£* (20ml) ^R^fc^UtfL 

bfc„ «^*IS^e*bT#fett^S^>'y^y/^9^n^h^97-f — (FUJI 
Silysia NH, m^Wl^Zf^>:W^k^A-= 1 : 5—g^^/V) lU^JtSiUfco 
a W»W4>Sr«EE*ltb, #e>tt7taa£^^^^— 7VK2ml) ^fy(4m 

3mg, 82. 9%)&&&lfoMbLXfflZ 0 

X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 54-1. 67 (2H, m), 1. 68-1. 

3 

78(2H, m), 3. 52(4H, m) , 3. 75(4H, m) , 7. 06(2H, m) , 7. 12-7. 25(2 
H, m), 7. 31-7. 38(1H, m) , 7. 45(2H, m) , 7. 61 (1H, s) , 7. 69(1H, dd 
, J = 2. 0, 11. 2Hz), 8. 35(1H, s) , 8. 42(1H, brs), 9. 52(1H, brs). 
ESI-MS(m/z) :561[M + Na] + . 
[0219] (jfelfcflt|36) N- (4-(f2- (f f(3R) -3 — (Dimethvlamino)pvrrolidin-l- 
vl]carbonvll amino) pvridin— 4— vl]oxvl — 3 — fluorophenvl) — N' — (4 — flu 
orophenvl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (2-7/V^~n-4-{[l- {A-7;Vi>rxi7^^;V%;V/^4;V)*y?xi-7Ki/^ 
3j;V^~;V]T^S}7^/3cx/)\i 0 })i?>-2-'(/V~\ - N- (7^/dr vofr/Vtf^/V) # 
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ml)^|g^(3R) -3-iWvKT5/fc°nyi^((). 050ml) ^^^T^P^lT, 4B# 
mVtc o mbtlfcm&&^y%^/V%9&?V^hy97j—(Futi Silysia NH,^ 

mm;mm^/^mm^.^v:^y— 7^=98:2) KWHtmuto g mm^m^ 
m$-frfc 0 sflc&^&u m^mir^tKX'o, mmt-&m(2i. 8m g . 51%) 

X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 50-1. 75 (4H, m) , 1. 87 (1H 

3 

, m), 2. 16(1H, m), 2. 27(6H, s) , 2. 75(1H, m) , 3. 21(1H, m) , 3. 39(1 
H, m), 3. 64(1H, m) , 3. 71 (1H, m) , 6. 58(1H, dd, J = 2. 4, 5. 6Hz), 7. 
00-7. 30(5H, m), 7. 40-7. 50(2H, m), 7. 63(1H, d, J=2. 4Hz), 7. 69 
(1H, dd, J = 2. 4, 12. 0Hz), 8. 05(1H, d, J = 5. 6Hz), 8. 61(1H, brs), 9. 
50 (1H, brs). 

ESI-MS(m/z) :587[M + Na] + . 
[0220] mffi,M37) N- (4-(f2- (I f4~ (Azetidin-l-vlmethvl)piperidin-l-v 
llcarbonvl}amino)pvridin— 4— vlloxvl — 2 — fluorophenvl) — N' — (4 — fluo 
rophenvl) cyclopropane — 1 . 1 — dicarboxamide 

-7^.^;V N-[4- (3 — 4— {[1— (4 — 7/V^-d7ai— /V^/W^^/V) 
*S?xr?xi/^3];Vi$=.;V\ } 7x/^) fc°y ^ - 2 — f/V] - N - 7^S>*-Z/Jj 
h(50. Omg) ©N, N- v ? ^/V^/^T5K(2. 0ml) ^^^,4 

- (t WvV- 1 — r/v^^/v) t^u^ nifeitie (85. 2m g ) &&n*. % ^ia-ei 

flsflJJ&XX^y?*??^ (FUJI SILYSIA NH, g^^/V—g^:^ 
>V : ^j—,v= 20 : 1) -tffemUto § W W#«r**tUfco affi-v^^/^— T 
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ffcfliu &^Mti^xmmit^-m(2i. 9m g ,48. 3%)&ntio 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 16 (2H, m) , 1. 66 (3H, m) , 1. 7 

3 

5(4H, m), 2. 08 (2H, m) , 2. 31 (2H, d, J = 6. 8Hz), 2. 85 (2H, m) , 3. 20 ( 
4H, m), 4. 04 (2H, m) , 6. 54 (1H, dd, J = 2. 4, 6. OHz) , 6. 91 (2H, m) , 7 
. 04 (2H, m), 7. 24 (1H, brs) , 7. 50 (2H, dd, J = 5. 0, 9. OHz), 7. 63 (1H, 
d, J = 2. 4Hz), 8. 06(1H, d, J = 6. OHz), 8. 19(1H, m) , 8. 80(lH, s) , 9. 
23 (1H, s). 

ESI-MS(m/z) :605[M + H] + . 
[0221] ( mMM38) N-f4-(f2-r(f4-r3- (Dimethvlamino) azetidin- 1 - vll pi 
peridin — 1 — vl ) carbonvl) aminol Dvridin — 4 — vl I oxv) phenyl 1 — N ' — (4 — fl 
uorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

•7^^;V N- [4 - (4 - { [1 - (4--7/V^rV7^.^-;Vt)/Vs^s(;V)i/7vi^vs<Z/ 

^;/v^-/v]T^y}^^y^r^) t°y ^v-2-^vkI -N-^y^r^/v^/^/v 

h(50. Omg)0N, N-^f;V*/W$K(2. 0ml) JgflRlC, N, N-vW 
/V - N - [ 1 - (tT^y -4 - -T/V) Tif ^ vV - 3 - ^/V] ( 90 . 

5mg), MJa^vKT^CO. 129ml), 7k (0. 10ml) &j}\\X.. mM^121%mfflfcVfc. 
o M^m^^^/v^iNTK^k^hy^^TK^^^-IBbf'o *$§S£t&fP^*& 

^n^h^^-r— (FUJI SILYSIA NH, g^lxf ;k~g^ixf /V^^y-zV- 
20 : 1) THIL^ @ ^^H^SrMliU^o M^^^/^-^/V : -^1^= 1 

bLXm&ifr&biU. 8mg, 24. 8%)£r#fc 0 

'H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 31 (2H, m) , 1. 64-1. 76 (6H, 

3 

m), 2. 14 (6H, s), 2. 30 (1H, m), 2. 90 (3H, m) , 3. 03 (2H, m) , 3. 52(2 
H, m), 3. 88 (2H, m) , 6. 53 (1H, dd, J = 2. 2, 6. OHz), 7. 06 (2H, m) , 7. 
08 (2H, d, J = 8. 8Hz), 7. 24 (1H, m) , 7. 49 (2H, dd, J=4. 6, 9. OHz), 7. 
55(3H, m), 8. 02(1H, d, J = 6. 0Hz), 8. 81(1H, m) , 9. 10(1H, m) . 
ESI-MS(m/z) :638[M + Na] + . 
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[0222] (mi!5M\39) N— (4- ( [2— (f ff 1 — f2— (Dimethvlamino)ethvllpiperidin- 
4— vll (methyl) aminolcarbonvll amino) pvridin— 4— vlloxv I phenyl) — N* 
— (4 — f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 
~7^~;V N- [4 - (4 - { [1 - {4-~7?v3rvi~7^^ ;Vj];V;^4^)^?v7vi;<l/ 

h(50. Omg)©N, N-v ? ^/V*/V^T5:K(2. OmDSSSR^ N— [1— (2- 
^^•/VT^y^^/V) t:°-<y> ? ^-4-^/V] -N-p^VKT^(69. 5mg) &M?L, 

, BaESr>y^y/V^9A^n^h^7>r — (FUJI SILYSIA NH, g^^m^-/V~ 

mu^mu &&n^t^xmmik&m(i5. 8m g , 33. i%)^#7t 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 57-1. 83 (8H, m) , 2. 00 (2H, 

3 

m), 2. 23(6H, s), 2. 36-2. 45(4H, m), 2. 87(3H, s), 2. 92(2H, m) , 4. 
08(1H, m), 6. 57(1H, dd, J = 2. 4, 5. 6Hz) , 7. 02(2H, m) , 7. 06(2H, d, 
J = 9. 0Hz), 7. 22 (1H, brs) , 7. 49 (2H, dd, J = 4. 8, 9. 2Hz), 7. 54 (2H, d 
, J = 9. 0Hz), 7. 62(1H, d, J = 2. 4Hz), 8. 05(1H, d, J = 5. 6Hz), 9. 06(1 
H, s), 9. 32 (1H, s). 
ESI - MS (m/z) : 640 [M + Na] + . 
[0223] mWM40) N- (4-Fluorophenvl) -N' - (2-fluoro-4- i f2~ (f f4- (p 
vrrolidin— 1 — vlmethvl) piperidin — 1 — vl]carbonvll amino) pvridin — 4— vll 
oxvl phenyl) cyclopropane — 1 . 1 — dicarboxamide 

N— [4— (3 — 77V^~n-4— {[1- {4--7;V3rW7^.~/Vjj/V/<^/V) 
l/?viy p xi/<z/%;VT$~;V] } t°V - 2 - 4;v~\ - N - 7*. J ^ v-# 

7V/K^7V^7WV— h(41. Omg)0N, N-^/^-7MJvKAT5K(2. 0ml) 4 

-(trny^-i-^r/M^^if-^y^ ^ra^(74. 2m g ), HJa^vv-r^w 

0. 0857ml), tK(0. 20ml) ^m^lZ^ffl&LWUZo RfoWfrffim^/l- 
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-rhvvjtre&.mLfto mm&w^u as^y*^7^PY^77^- (fuj 

I SILYSIA NH,^^^:g^^^/V=l:2~@^^3i^7V~g^^^/V:^y 

— 7v=20:i)-e*tMbfc o n&}$}mft&mmisfc 0 ast-^f^^-T/v, — * 

Mtl^Xm^it^m (10. 5mg, 28%)£#fc 0 

X H-NMR Spectrum (CDC1 ) 5 (ppm):l. 21 (2H, m), 1. 65-1. 92(1 1H 

3 

, m), 2. 46 (2H, m) , 2. 66 (4H, m) , 2. 88 (2H, m) , 4. 08 (2H, m) , 6. 55 ( 
1H, dd, J = 2. 4, 5. 6Hz), 6. 91 (2H, m) , 7. 04 (2H, m) , 7. 29 (1H, brs) , 
7. 50(2H, dd, J = 4. 6, 9. OHz) , 7. 62(1H, d, J = 2. 4Hz) , 8. 06 (1H, d, J 
= 5. 6Hz), 8. 18(1H, m), 8. 85(1H, s) , 9. 25(1H, s) . 
ESI-MS(m/z) :619[M + H] + . 
[0224] mmm4.1) N- (4-{f2- ((f(3S) -3- ( I )imo1.hvlamino) nvrrolidin 1 

vllcarbonvll amino) pvridin — 4— vlloxvl phenyl) — N' — (4 fluoronhonvl) 
cyclopropane — 1 . 1 — dicarboxamide 

[4 - (4- { [1 - {4-~7/V3rvi~7x.^Vj]/V/<^?l>-) v^n:/in/^#7MK-/V]T5; 

y}^^y^)t°y> ? ^-2-'i'/^]-N- (:7^/^#/v#:=vv)#/w^s^ -^K 

7^)V ^^/V(50mg)<DN, N-^f;W*^A75K(l. 0ml) ^^^(3S) 
-3-v ? ^/VT^yt:°ny>?^(0. 050ml) Sr^i&fc-G&llxi-C 3B#^«#Lfc 0 

'M&l/yjl'fjVjl^^xi^W'yyA-- (Fuji Silysia NH, J§ffl^;iiJxf ;W 

titmm^^fr^-—*r^-.^-7^= i : 3^px.r@^tffm$-fr/c 0 mw&*> 
#u M^i^-r^^u;^ m^t&m(23. om g , 54%)^a^^^br#fc 

o 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 75 (4H, m) , 1. 89 (1H 

3 

, m), 2. 17(1H, m), 2. 29 (6H, s), 2. 75(1H, m) , 3. 23(1H, m) , 3. 41(1 
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H, m), 3. 65(1H, m) , 3. 73(1H, m) , 6. 54(1H, dd, J = 2. 4, 5. 6Hz), 6. 
99-7. 14 (5H, m), 7. 44-7. 58(4H, m), 7. 66(1H, d, J=2. 4Hz), 8. 03 
(1H, d, J = 5. 6Hz), 8. 81 (1H, brs), 9. 01 (1H, brs) . 
ESI-MS(m/z) :547[M + H] + . 
[0225] N— (4— I f2 — (If (3R) -3 - (Dimethvlamino)pvrroridin- 1 - 

vllcarbonvll amino) pyridin — 4— vlloxvl phenyl) — N' — (4 — fluorophenvl) 
cyclopropane — 1 . 1 — dicarboxamide 

[4 - (4- { [1 - (4— •7;v-arxx7^~;V$};V/^s(;\>') ^^n^n/Ny*M^^]75 
/}^m/drv/)t°y>?V-2--f/V] -N- (^m/dri/^;/V^/V)^;/W^5^ TVK 

7x^;V rn^/V(50mg)(DN, N— ^^/V*/VAT5K(1. 0ml)^R(Jl(3R) 
-3-v^/VT5/t°ny^(0. 050ml) Sr^ja^T^n^-r, 3B#Rgflfc#Ufco 

m&i/V%rA'%9&#v*?hy9°7>t— (Fuji Silysia NH, j§ttJ?R;B^I^/V~ 
^^/V:^7-/V=98:2) ^£<9*tMUt 0 @ ft^^^JEfliagUt, 

M^^MI^^-J:^ ^frMb^(i6. 3m g , 39%)3rfife*&7fcfcUT#;fco 

X H — NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 75 (4H, m) , 1. 89 (1H 

3 

, m), 2. 17(1H, m), 2. 29 (6H, s) , 2. 75(lH, m) , 3. 23(1H, m) , 3. 41(1 
H, m), 3. 65(1H, m) , 3. 73(1H, m) , 6. 54(1H, dd, J = 2. 4, 5. 6Hz) , 6. 
99-7. 14 (5H, m), 7. 44-7. 58(4H, m) , 7. 66(1H, d, J = 2. 4Hz) , 8. 03 
(1H, d, J = 5. 6Hz), 8. 81 (1H, brs), 9. 01 (1H, brs). 
ESI-MS(m/z) :547[M + H] + . 
[0226] N-f2-Chloro-4- (f2— f(f f3- (diethvlamino) propyl] amin 

0 Icarbonvl) amino] pyridin— 4— vlloxv) phenvll — N* — (4 — fluorophenvl) c 
vclopropane — 1 , 1 — dicarboxamide 

1 - [ (4 - T^y - 3 - ^no7x^i/) try - 2 — f /V] - 3 - (3 - *?&-fVT%S 
Zfvi}i 0 ;V)^7UT(Q7. Omg)(DN, N-^^;V*/^7$K(2. Oml)^^^, l-(4 
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-~7;V3rxr7*.z=.;V3j;V/^s(;V) Z/7xi7 0 xis^l3;VT$^yyy7 TiXK (1 15mg) , 
^^/Wr^—A'— 1 — f/vhU^ (vW/VT57) ^*~<7^ ^M^/i^naJv* 
7^-— M227mgK hy^/VT^>-(0. 0681ml)^P^ i?iU~C2 0 fM!Jl:#Lfc 0 S 

(FUJI Silysia NH, @^^^VV~@1^:^VV:^/— /V=20: 1) 

Omg, 8. 8%)Sr#fCo 
'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 10 (6H, t, J = 7. 0Hz), 1. 68-1 

3 

. 83 (6H, m), 2. 70 (6H, m) , 3. 36 (2H, m) , 6. 31 (1H, m) , 6. 49 (1H, m) 
, 7. 04(3H, m), 7. 17(1H, m) , 7. 52(2H, dd, J = 4. 4, 8. 4Hz), 7. 90(1H 
, m), 8. 02(1H, d, J = 6. OHz) , 8. 31 (1H, d, J = 8. 8Hz), 9. 32(3H, m) . 
ESI-MS(neg. ) (m/z) : 595 [M—H]". 
[0227] (^fefff|44) N — (4 — f T2 — ( f T r3 — (Diethvlamino) propvll (methvl) aminol 
carbonvll amino) pvridin — 4— vlloxv) — 3 — fluorophenvl) — N' — (4 — fluor 
ophenvl) cyclopropane —1.1— dicarboxamide 

i - [ (4 - T^y - 2 - -7^x1-7^.^1/) try >v - 2 - -Y/v] - 3 - (3 - v^/vr 

^/■7°n\?/V)-3-^/VyVT(50. Omg)(DN, N-v^^vVtM^T5K(2. 0ml) 

(85. 7m g ) % -<^y>yry — /v- 1 — o>hi)x (v^/vr^/) ^^^^ ^ 

*cy-7;V^rxi°fo7S7zz.— h(170mg), hy^^/KTS^O. 0510ml) ^P^L, ^tB."e2 

yioflVjoy 1*7X1^7*77 4— (FUJI Silysia NH, 1^ : g^^rc^/V= 1 : 2 

/v=20: l)-e*f^UfCo B to«&M#«r*ltU 
*ffifefe V 7(c^bT^fB^^(30. Omg, 39. 4%)^#7^ 0 
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'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 05 (6H, t, J = 7. 2Hz), 1. 76(4 

3 

H, m), 2. 45 (2H, m) , 2. 64 (6H, m) , 2. 80 (3H, s), 3. 37 (2H, m), 6. 57 
(1H, dd, J = 2. 4, 5. 6Hz), 6. 98 (2H, m) , 7. 05 (1H, m) , 7. 19 (2H, m) , 
7. 44-7. 51 (3H, m) , 7. 63(1H, dd, J = 2. 2, 8. 2Hz), 8. 07(1H, d, J = 2 
. 4Hz), 9. 46 (1H, s), 9. 62 (1H, s) . 
ESI-MS(neg. ) (m/z) :593[M — H]~. 
[0228] (Illifc0il45) N — f4— (f2— r(ff3— (Diethvlamino) propvll amino I carbonvl 
) amino Ipvridin — 4— vlloxv) — 3— methvlphenvll — N' — (4 — fluorophenvl 
) cyclopropane — 1 . 1 — dicarboxamide 

1 - [ (4 - T^y - 2 - ^/V7^/3ri/) t°U - 2 - ^/V] - 3 - (3 - *?*<5-?VT^J 
-?n\?;V) i>U7 (50. 0mg)CDN, N- ^f;V^A7?K(2. 0ml)?g?£^ l-(4 
-^/V^n^^^/V^/W^^/^v-^n^n/^^/V^^y^^ r^>K(90. 4mg) 

, -<^y>yry^/v-i-^'/vMJ^(> ? ^/vT5y)^*— !7A ^^f-^/v^-n^ 

^7x- h(179mg), hV^^TV^iO. 0538ml) ^Px., mMX*2 0 Rg*#Lfc 0 

s^^^^/v^iN*^b^hy^A^^^^Ebfco^r««^fp^^K 

n-7h^77>f- (FUJI Silysia NH, S1^^/V~g1^3^/V:^/— /V=20: 1 
&m<,22. 6mg, 29. 0%)£#fc o 

X H-NMR Spectrum (CDC1 ) 8 (ppm):l. 05 (6H, t, J = 7. 0Hz), 1. 63-1 

3 

. 79(6H, m), 2. 13(3H, s) , 2. 56-2. 63(6H, m) , 3. 33(2H, m), 6. 14 ( 
1H, m), 6. 43 (1H, dd, J = 2. 4, 6. 0Hz), 6. 96 (1H, d, J = 8. 8Hz) , 7. 03 ( 
2H, m), 7. 40(1H, dd, J = 2. 4, 8. 8Hz), 7. 47-7. 51 (3H, m) , 7. 81(1H 
, m), 7. 95 (1H, d, J = 6. 0Hz) , 9. 12 (1H, brs) , 9. 25 (1H, brs) , 9. 28(1 
H, brs) . 

ESI-MS(m/z) :577[M + H] + . 
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[0229] (mi!5M\46) N— (4- ( [2— (i [ (3S) -3 - (Dimethvlamino)pvrrolidin- 1 - 
vllcarbonvll amino) pvridin— 4— vlloxvl — 2 — fluorophenvl) — N' — (4 — flu 
orophenvl) cyclopropane — 1 . 1 — dicarboxamide 

~7^~;v n— [4— (3— 7;v3rn—A— (A-y/v^rvy^^/vft/Vs^^/v) 
i/?uy°u/<^jj/V7$^/v] t^/ } y^y^y) try vV - 2 - ^r/v] - n - y^s^sfi 

/Vtf^/Vjj h(60. 8mg)©N, N-^f M7l/i>,T^K(l. 0ml)^?^^(3 
S) - (-) -3-^^T^fcrny^(41. 7mg)^Px., ^m?7B#re»#Ufco 

— (FUJI Silysia NH, g^^/V—g^^/V:^/— /V = 20: 1) "CH 

wmbfcH^^^bfcio ^ti^iiM^u &^n^ti,xmm^m(i8. 5m g 

, 35. 8%)^r#fCo 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 64-1. 76 (4H, m), 1. 86 (1H, 

3 

m), 2. 17(1H, m), 2. 27(6H, s), 2. 74(1H, m) , 3. 21(1H, m) , 3. 41(1 
H, m), 3. 65 (1H, m) , 3. 72 (1H, m) , 6. 56 (1H, dd, J = 2. 4, 5. 6Hz), 6. 
91 (2H, d, J = 9. 2Hz), 7. 03 (2H, m), 7. 07 (1H, brs) , 7. 50 (2H, m) , 7. 
68(1H, d, J = 2. 4Hz), 8. 06 (1H, d, J = 5. 6Hz), 8. 18(lH, m) , 8. 88(1H 
, m), 9. 27 (1H, s). 
ESI-MS(m/z) :587[M + Na] + . 
[0230] ( mWM47) N - (4 - f f 2 - ( f f (3R) - 3 - (Dimethvlamino) pvrrolidin- 1 - 
vl]carbonvll amino) pvridin — 4— vl]oxvl — 2 — fluorophenvl) — N' — (4 — flu 
orophenvl) cyclopropane — 1 . 1 — dicarboxamide 

~7^.~;v n— [4— (3— 7/V^~n-4— {[1- {4-7 ;V$-u7 *.^;Vft ;Vs^s( ;V) 
i/fxrfvs^lJ/ViS^V] } t°V - 2 - - Y/V] - N - 7^7* 9 si3 

;^^;^;V/V-h(60. 8mg)<DN, N-^f;WA7$K(l. 0ml) (3 
R) - ( + ) -3-v ? ^/VT5yt°ny> ? ^(41. 7mg) Srim*., ^a-e7U#^*#bf'o 
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y~74 — (FUJI Silysia NH, g^m^/v—g^^/V:^/— /V = 20: 1) "Cft 

wwufeHfrSr^^tLfeo ^ti^mu^mu &&mMb\,xmmt-&m{is. 3m g 

) £#fc 0 m^SS^y^^/V^^A^n-^h^^— (FUJI Silysia NH, — 
1/ : ffim^^= 1 : 2~@^^/V~g»^Vk:^/— /k = 20 : 1) "Clf MLfc 0 

@f»^Lfco ^.ti^m^mu &^Mt\^xmmit^m(i2. 3m g , 23. 8 

X H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 64-1. 76 (4H, m) , 1. 87(1H, 

3 

m), 2. 17(1H, m), 2. 27(6H, s), 2. 74(1H, m) , 3. 21 (1H, m) , 3. 41(1 
H, m), 3. 65 (1H, m) , 3. 72 (1H, m) , 6. 56 (1H, dd, J = 2. 4, 5. 6Hz), 6. 
91 (2H, m), 7. 03 (2H, m) , 7. 09 (1H, brs), 7. 50 (2H, m) , 7. 69 (1H, d, J 
= 2. 4Hz), 8. 06(1H, d, J = 5. 6Hz), 8. 18(1H, m) , 8. 87(1H, m), 9. 26 
(1H, s). 

ESI-MS(m/z) :587[M + Na] + . 
[0231] ( mffiM48 ) N - (2 - Fluoro - 4 - i [ 2 - ( i fmethvl ( 1 - methvlpjperidin - 4 
— vl) aminolcarbonvl}amino)Dvridin — 4— vlloxvlphenvl) — N ? — phenvlcv 
clopropane — 1 . 1 — dicarboxamide 

l - ( 2 - y/u^ru - 4 - { 2 - [ 3 - ^/V - 3 - ( 1 - ^VHf^U - 4 - ^;v) V \y 
^TK] t°U^-4 — f/v^i/}^^^/v) ^/w^^e-f/v^n^n/N^/v^v-y-/ 
^ TS'K (40mg) CDN, N-^^/V*/l^T5K(l. OmD^&^T^y V(0. 015 
ml), hy^/VT^(0. 023ml) ^^7h])T^—/P-l — f/V^^hVM^^- 
;VT^/)^tt~tyJ± ^3r-y-7/V^rxi-foX7^— h(72. 9mg)^?U^T*P^.T5B# 

LT#fetbfeBaESr>y*y/^9^n^h^97>r— (Fuji Silysia NH^WfS; 
^^/k~^^/k:^y-/^=98:2) lc«fc«5*#§!iUfco @ to»#W2r«ffiai 
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g, 53%)£&fe^£LT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 85 (8H, m) , 2. 00-2. 

3 

15 (2H, m), 2. 30(3H, s) , 2. 85-3. 00(5H, m) , 4. 17(1H, m) , 6. 54(1 
H, dd, J = 2. 4, 5. 6Hz), 6. 90-6. 93(2H, m) , 7. 15(1H, m) , 7. 21 (1H, 
brs), 7. 33-7. 38(2H, m) , 7. 50-7. 55(2H, m) , 7. 69(1H, d, J = 2. 4H 
z), 8. 07(1H, d, J = 5. 6Hz), 8. 22(1H, m) , 8. 91 (1H, brs), 9. 16(1H, b 
rs) . 

ESI-MS(m/z) :583[M + Na] + . 
[0232] mWM49) N-Benzvl-N' - (2-fluoro-4- { f2- ( ( fmethvl ( 1 - methvl 
pjperidin — 4 — vl) amino 1 carbonvl I amino) pvridin — 4 — vll oxv I phenyl) cvcl 
opropane — 1 . 1 — dicarboxamide 

1 - ( 2 - y/V^rvi - 4 - { 2 - [ 3 - **f-fV - 3 - ( 1 - t^VM^U - 4 - ^7U 

^K]t°y^-4-^/v^^}^^/v)^/v/^^7V^in^n/^^/v^^y^ 
^ 7i/K(40mg)©N, N- ^f^*;W5K (1. OmD^^S^^vVVT^MO 
. 018ml), hy^/VT^(0. 023mlh ^^HJTV— fr—l—^Astti/WM 
v ? ^/VT^y)^^!^A ^^7/^naJv^7ai— h(72. 9mg) ^M^T^JPx. 

m^^Xmhfltzmm^^J^^My^^Y^y^^— (Fuji Silysia NH, 
(27. lmg, 57%)^e^ij^LT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 85 (8H, m) , 2. 00-2. 

3 

15 (2H, m), 2. 29(3H, s) , 2. 80-3. 00(5H, m) , 4. 18(1H, m), 4. 49(2 
H, d, J = 5. 6Hz), 6. 22(1H, m) , 6. 52(1H, dd, J = 2. 4, 5. 6Hz), 6. 85- 
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6. 95(2H, m), 7. 17(1H, brs) , 7. 20-7. 40(5H, m), 7. 69(1H, d, J = 2. 
4Hz), 8. 05(1H, d, J = 5. 6Hz), 8. 27(1H, m) , 10. 72(1H, brs). 
ESI-MS (m/z) :575[M + H] + . 

[0233] QjMM50j N- (2-Fluoro-4-{f2- ( I fmethvl ( 1 — methvlpiperidin — 4 
— vl) aminolcarbonvl}amino)pvridin — 4— vlloxvl phenyl) — N' — (1— meth 
vlpiperidin — 4 — vl) cyclopropane — 1,1— dicarboxamide 
l-(2-^/V^-n-4-{2-[3-^/V-3-(l-^/Vt°^y> ? ^-4-^/V)'>l/ 

^ TiXK (40mg) CON, N-^^/V*/KAT^K(l. 0ml)ig?£(c:4-T^/-l-p< 

^/vt°^y^(i8. 8mg), mjj^vvt^Co. 023mi), ^^y>yr^—/v- 1- 

sf/Vtt^hVMit^^T^'foKfo^J* ^*^7/V*rii&X7x^- h (72. 9mg 

A«L/c„ ^#*LT#fett^»SSrVy*y/V'*9^i3-rh^97-f — (Fuji 
Silysia NH, /V=95:5) i-J^Mb 

«9, ^fB^^(20. Omg, 42%)%&&n3ibL,Xmc 0 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 40-2. 20(16H, m) , 2. 29(6 

3 

H, s), 2. 70-3. 00(7H, m) , 3. 83(1H, m) , 4. 17(1H, m) , 5. 85(1H, m) 
, 6. 52(1H, dd, J = 2. 4, 5. 6Hz), 6. 85-6. 95(2H, m) , 7. 20(1H, brs), 

7. 69(1H, d, J = 2. 4Hz), 8. 05(1H, d, J = 5. 6Hz), 8. 27(1H, m) , 10. 68 
(1H, brs). 

ESI-MS (m/z) :582[M + H] + . 
[0234] mWM\51) N- (2-Fluoro-4-if2- (i fmethvl (1 -methvlpiperidin -4 
— vl) amino! carbonvll amino) pyridin — 4— vlloxvl phenyl) — N' — pyridin — 
3 — vlcvclopropane — 1 . 1 — dicarboxamide 

l-(2-7/U^rv-4- {2- [3-^/^-3- (l-^/M^yv^-4 — 
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? Ti^K (40mg) ON, N-^f;V*;VA75K(l. 0ml)^?R^3-T57fc o yv ? ^( 

15. 5m g ), hy^/vT5^(o. 023ml) ^^y>yry—/v-i-^/v^-^hy^( 

v'^/VT^y)^^ !7-k ^^^^y^UTfc^ai— h(72. 9mg)^?a^T^JPx. 
^*LT#^tV7t^^>y^^V^7^^n-x'hi/7^-- (Fuji Silysia NH, 

(14. 7mg, 32%)Sr&fet&^Ur#feo 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 85 (8H, m) , 2. 00-2. 

3 

15 (2H, m), 2. 30(3H, s), 2. 85-3. 00(5H, m) , 4. 17(1H, m), 6. 56(1 
H, dd, J = 2. 4, 5. 6Hz), 6. 90-6. 95(2H, m) , 7. 10-7. 30(2H, m) , 7. 
69 (1H, d, J = 2. 4Hz), 8. 08 (1H, d, J=5. 6Hz), 8. 13(1H, m) , 8. 18(1H 
, m), 8. 30(1H, brs), 8. 38(1H, dd, J = l. 6, 4. 8Hz), 8. 66(1H, d, J = 2. 
4Hz), 9. 87 (1H, brs). 
ESI-MS(neg. ) (m/z) :560[M-H]~. 
[0235] (^Hfe^l52) N-Cvclopentvl-N' - (2 — fluoro — 4— I f2— (i fmethvKl -m 
ethvlpiperidin — 4 — vl) amino 1 carbonvl I amino) pyridin — 4 — vll oxv) phenyl 
) cyclopropane — 1 . 1 — dicarboxamide 

1 - ( 2 - 7 ;V^rn - 4 - { 2 - [ 3 - **f-;V - 3 - ( 1 - fc^y - 4 - -f/V) ?U 
-fK] t°y ^-4-^/V^^J^^^/V) ^/W^^-T/Vi/^n^n/^^/V^i/y^ 
^ 7^K(40rag)©N, N-^f;V*/VA75K(l. 0ml)?§^^>^P-<^/VT 
5^(0. 0163ml), hy^/VT^(0. 023ml). ^>^h])TV*—/V-l-^/V$-3c 
^hy^(v ? ^/VT57)^*— !7A ^"9-7/^13^731— h (72. 9mg)£r^iB 

^T^nx.T25^ra«#bfco asii^i^i*^ttmfcc 
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mm^n^mmmx^t^ mhtittmrni^^/^—'r/v ~&9>= 1 : 3^jp 

mmt^(23. 2mg, 51%)^fife^i!bT#fCo 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 25-1. 90(15H, m) , 2. 00-2 

3 

. 20(4H, m), 2. 30(3H, s) , 2. 85-3. 00(5H, m) , 4. 18(1H, m) , 5. 82( 
1H, m), 6. 52(1H, dd, J = 2. 4, 5. 6Hz) , 6. 85-6. 92(2H, m) , 7. 16(1H 
, brs), 7. 69(1H, d, J = 2. 4Hz), 8. 05(1H, d, J = 5. 6Hz), 8. 27(1H, m) , 
10. 74 (1H, brs). 
ESI-MS(m/z) :553[M + H] + . 
[0236] mWM53) N- (2. 2 Dimothvlnronvl) -N' - (2-fluoro-4- f f2- (f f 
methvl (1 — methvlpiperidin — 4— vl) aminolcarbonvllamino) pvridin— 4— v 
11 oxvl Phenyl) cyclopropane — 1. 1 — dicarboxamide 
1 - ( 2 - znvUrn - 4 - { 2 - [ 3 - - 3 - ( 1 - ^;VM°^<y i/^ - 4 - <f/V) 

9 T*sY (40mg)(DN, N-^;V*^A75K(1. Oml)^m^^^^/VT^ 
^(0. 0194ml), hy^/kT^(0. 023ml) , ^^O/MJT)/— /V- 1 — f/l^^> 
hU^(^^/VT^/)^*^A ^deih^/V^-n^^cn— h(72. 9mg)^SJC 

xi)^x2mtmm\jz. 0 ^m^mk^^t^M^x^-m^tio mmm&m 
ft&km&mi-hyv&Tkmm, mn&m&~ett&uz&. m^mmi-hv^^m 

Ut a mmm^Xnbtifcmm^V^^/^y^ti^h^yy>(— (Fuji Silysia 
ik&m(23. 2mg, 51%)^e^^bT#fc 0 

'H-NMR Spectrum (CDCl ) 5 (ppm) :0. 93(9H, s) , 1. 50-1. 90(8H, 

3 

m), 2. 00-2. 20(2H, m) , 2. 30(3H, s) , 2. 85-3. 00(5H, m) , 3. 13(2H 
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, d, J = 6. 0Hz), 4. 18(1H, m) , 6. 07(1H, m) , 6. 52(1H, dd, J = 2. 4, 5. 6 
Hz), 6. 85-6. 95(2H, m), 7. 17(1H, brs) , 7. 69(1H, d, J = 2. 4Hz), 8. 
05 (1H, d, J = 5. 6Hz), 8. 28 (1H, m) , 10. 60(1H, brs). 
ESI-MS(m/z) :577[M + Na] + . 
[0237] N- (2-Fluoro-4-{f2- (If4- (4-methvlpiperazin- 1 -yl 

)piperidin— 1— vll carbonvll amino) pyridin — 4— vlloxvl phenyl) — N' — phe 
nvlcvclopropane — 1. 1 — dicarboxamide 

[4- (3 — 4- { [1 - (7^~;V$i;Vs^s(;V) *y?nzfvs<Z/$i ;Vt$~;V] 
T^;}-7^./^)}i°yi/l/-2-4/V~\ - N- (:7^y^;x#/]^~/V)#/W^^ T 
7x=/V x^T^(100mg)ON, N-^^/l^/WvT^K(2. OmDSg^fcl 
(t^y^-4— f/V)t°-<7v ; ^(114m g )^^^T*Px.T, 5R# 

mi,fc o mhtlfcmm&i/y*^M7^?v^h?77^—(Fuji Silysia NH.jg 

^^bf-o H^iiM^-r^^^i-j:^, mmik&%)(28. 3m g , 30%) 

X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 40-2. 00(9H, m), 2. 29(3H 

3 

, s), 2. 35-2. 70(8H, m) , 2. 89 (2H, m) , 4. 05-4. 15 (2H, m) , 6. 53(1 
H, dd, J = 2. 4, 5. 6Hz), 6. 90-6. 95(2H, m) , 7. 15(1H, m) , 7. 24(1H, 
brs), 7. 33-7. 40(2H, m), 7. 50-7. 55(2H, m) , 7. 63(1H, d, J = 2. 4H 
z), 8. 05(1H, d, J = 5. 6Hz), 8. 22(1H, m) , 8. 94(1H, brs), 9. 09(1H, b 
rs) . 

ESI-MS(m/z) :638[M + Na] + . 
[0238] ( 55) N-f4-((2-r(i4-r3 - (Dimethvlamino ) azetidin - 1 - vll pi 
peridin — 1 — vl } carbonvl) amino] pyridin — 4 — vl } oxv) — 2 — f luorophenvll — 
N ' — phenvlcvclopropane — 1 . 1 — dicarboxamide 
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[4- 4— {[1— {7^^>V%)V/^^;V)l/?xi^Ki/<^j];Vi$z=.;V\ 

T5y}7^y^»t°y> ? >'-2-^/v] -n- (:7^y^i/#/v^/v)#/w^^ r 

l/Y x^T/W(10Omg)©N, N-^^VMJvWvT5K(2. 0ml) 

-(3-^f;VT^7ff^-l--f;V)t^!)^ H*£&i£(181mgK hyx; 
^/VT^(0. 259ml) S^filJTC&lljtT, 5 0 P^*#Uh 0 HJ^m^gl^/^ 

J±?n^rysf7'74— (Fuji Silysia NH, }§ffi?g;gft^^/V~@»^-/V:^/ 
-/w=95: 5) ^J^WS^Ut, § W»^WSr«£Eail»Ufeo ibMSt^^f 

£t>, mm^m(2A. o mg , 25%)^e-fei>^LT#7t 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 20-1. 80 (8H, m) , 2. 12 (6H 

3 

, s), 2. 27(1H, m), 2. 74-2. 90(3H, m), 3. 05(2H, m) , 3. 44-3. 54(2 
H, m), 3. 80-3. 94(2H, m) , 6. 53 (1H, dd, J = 2. 4, 5. 6Hz), 6. 86-6. 
96 (2H, m), 7. 14 (1H, m) , 7. 22 (1H, brs), 7. 32-7. 40 (2H, m) , 7. 50 
-7. 55(2H, m), 7. 62(1H, d, J = 2. 4Hz), 8. 05(1H, d, J = 5. 6Hz), 8. 2 
1(1H, m), 8. 99 (1H, brs), 9. 03 (1H, brs). 
ESI-MS(m/z) :616[M + H] + . 
[0239] (»t#j|56) N- (2. 4-Difluorophenvl) -N' - (2-fluoro-4- ( f2- (ifm 
ethvl ( 1 — methvlpiperidin — 4 — vl) aminol carbonvl I amino) pyridin — 4 — vll 
oxvl phenyl) cyclopropane — 1 . 1 — dicarboxamide 

[4 - (4- { [1 - (2, 4—i?7;Vjrn7^^.;Vj]/Vs^4;l') i/#rr?xis<l/ji jVtRzz.A' 
] T^/ } - 3 - ^/i^f-p^/^ ^) t°U - 2 - -f7V] - N - (7xydr^;^;l/) 
%/W*$y? Tv'K ^ji^/V ni^/v(H6mg)C0N, N- v ? ^/V*/VAT5K(2 
. 0ml)^^^l-^/V-4-(^7VT$y)t°^yv ? ^(0. 150ml) Sr^i&fc-G&llJi 

JEflUgUt, n^%tftmm?yy*?^7Wri-?W77^ (Fuji Silysia NH 
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mg, 14%)£r6^^LT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 85 (8H, m) , 2. 00-2. 

3 

15 (2H, m), 2. 30(3H, s) , 2. 85-3. 00(5H, m) , 4. 17(1H, m) , 6. 54(1 
H, dd, J = 2. 4, 5. 6Hz), 6. 80-7. 30(5H, m) , 7. 69(1H, d, J = 2. 4Hz) , 

8. 07(1H, d, J = 5. 6Hz), 8. 18(1H, m) , 8. 24(1H, m) , 9. 02(1H, brs), 

9. 18 (1H, brs). 

ESI-MS(neg. ) (m/z) : 595[M-H]". 
[0240] ( mWM 57) N - ( 2 - Fluoro - 4 - I [ 2 - ( I fmethvl ( 1 - mot.hvlninoridin - 4 
— vl) amino Icarbonvll amino) pvridin — 4— vlloxvl phenyl) — N' — (2 — fluor 
ophenvl) cyclopropane — 1 . 1 — dicarboxamide 

[4- (3-^/v^-n— 4- { [1- {l-'7;virxi'7^)Vlo;v/^4^)-y^ri-fxi/^ 
^;V^;V]T^/}y^y^)\f^^-2-^jV] -N- (^/dr^/MtfzvV) t> 
;V/^yZ T-yY ~7^^7V ^^/V(90. 6mg)CDN, N-^f^*/^T^K(2 
. 0ml)^^l-^/V-4-(^/kT^y)fc°-<yv ? ^(0. 120ml) &mmz.xMz- 

JBft$fLfc 0 nbtlfcmm&^VJjSfMy^v^h^yy^— (Fuji Silysia NH 
'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 85 (8H, m) , 2. 00-2. 

3 

15(2H, m), 2. 29(3H, s) , 2. 85-3. 00(5H, m) , 4. 17(1H, m), 6. 54(1 
H, dd, J = 2. 4, 5. 6Hz), 6. 80-7. 30(6H, m) , 7. 69(1H, d, J = 2. 4Hz), 
8. 07(1H, d, J = 5. 6Hz), 8. 20-8. 30(2H, m) , 8. 97(1H, brs), 9. 35(1 
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H, brs) . 

ESI-MS(neg. ) (m/z) : 577[M-H]". 
[0241] (^feff'158) N - (4 - ( f2 - (i f (3S) -3 - (Dimethvlamino)pvrroridin- 1- 
vllcarbonvll amino) pyridin— 4— vlloxvl — 2 — fluorophenvl) — N' —phenyl 
cyclopropane — 1 , 1 — dicarboxamide 

~7^^SV N-[4- — 4-{[l— (7^^/V$uV/^s(/V)i/S7Xizfn/< 

l/Jj;V^ z=. ;v\ } y^S^s) M°V vV - 2 - <<?V\ - N - y ^J^yft ;vt$~;V3j ;V 
h(50. Omg)©N, N-^^/V^/VAT^Kd. 0ml) (3S) - (-) -3 

^-hv^-cm^tco mm&mizu ag^y*W7^^nv^77^- (fuj 

I Silysia NH, /V = 98:2)-e*t^b7t 0 Bf^^HM^Wk^ 

ffig^Lfcm. ^S^JIWS^iia^ fi&$^bT|ftfB^1^5(36. lm 
g, 85%)£#7t 0 

'H-NMR Spectrum(CDCl ) 6 (ppm) :1. 64-1. 76(4H, m) , 1. 87(1H, 

3 

m), 2. 17(1H, m), 2. 27(6H, s), 2. 75(1H, m) , 3. 22(1H, m) , 3. 41(1 
H, m), 3. 66 (1H, m) , 3. 73 (1H, m) , 6. 55 (1H, dd, J = 2. 4, 5. 6Hz), 6. 
88-6. 96(2H, m) , 7. 03(1H, brs), 7. 14(1H, m) , 7. 32-7. 40(2H, m) 
, 7. 50-7. 56 (2H, m) , 7. 70(1H, d, J = 2. 4Hz), 8. 05 (1H, d, J = 5. 6Hz 
), 8. 23 (1H, m), 8. 98 (1H, brs), 9. 04 (1H, brs). 
ESI-MS(m/z) :569[M + Na] + . 
[0242] mMM59) N-(4-(f2-(ir(3R)-3 - (Dimethvlamino)pvrrolidin- 1 - 
vl]carbonvl) amino) pyridin— 4— vl]oxvl — 2 — fluorophenvl) — N' —phenyl 
cyclopropane — 1 . 1 — dicarboxamide 

y^/V N-[4- (3-^/V^-n-4-{[l- (y^~ )V?uV/^s()V)-y?xi-?xi^ 

^^7/v^-/v] r^y } y^j^s) t°y >V- - n - y^./^ti/v^ ;v%;v 

h(50. Omg)©N, N-^;k*;^7^K(l. 0ml)i§|fc(3R) - ( + ) -3 
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^-hv^x^mvtco mm&m^u as^y*^7A^nv^77^- (fuj 

I Silysia NH, if|xf SV=QS:2)XmW^t'o B fity&W#£rfltfltb 

JEfgicUL^ mM&UJ£&MirZ>Z.bfc£V)^ fife$^LTi£fE^1^(33. 2m 
g, 79%)£#/t 0 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 64-1. 76 (4H, m) , 1. 87(1H, 

3 

m), 2. 17(1H, m), 2. 27(6H, s) , 2. 75 (1H, m) , 3. 22(1H, m) , 3. 41(1 
H, m), 3. 66 (1H, m) , 3. 73 (1H, m) , 6. 55 (1H, dd, J = 2. 4, 5. 6Hz), 6. 
88-6. 96(2H, m) , 7. 03(1H, brs) , 7. 14(1H, m), 7. 32-7. 40(2H, m) 
, 7. 50-7. 56(2H, m) , 7. 70(1H, d, J = 2. 4Hz), 8. 05(1H, d, J = 5. 6Hz 
), 8. 23 (1H, m), 8. 98 (1H, brs), 9. 04(1H, brs). 
ESI-MS(m/z) :569[M + Na] + . 
[0243] (^^160) N- (4- ( f2- (i f ( 1 - Ethvlmperidin -4-vl) (methvl) aminol 
carbonvll amino) pvridin — 4— vlloxv) — 2 — fluorophenvl) — N' — phenvlcvc 
lopropane —1.1 — dicarboxamide 

N-[4- — 4-{[l— (7;z.^/V$UV/<^:'(/V)i/?xizfn/< 

l/Jj;V^ r=. } 7^/^r^) t°U vV - 2 - - N - :7cn/d^;/#/k/}wV#/V 
h(50. Omg) KN- (l-^/VM^Vi/ls-A-^/V) -N-^/VT^(66 
mg)©N, N-^^/V^/ViNT^Kd. OmD^^Px.. ^a-e9B#^a#L/c 0 

s^^^^^/v^iN7X^b^hy^^^^isufc 0 ^«^ta^p^7X^^ 

77>f- (FUJI Silysia NH N g^re^/v^gft^i^vV:^/— /V = 98 : 2) "Off 
1^/(25. 8mg, 58%)^r#fc 0 

'H-NMR Spectrum(CDCl ) 5 (ppm) :1. 08 (3H, t, J = 7. 2Hz), 1. 60-1 
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. 85 (8H, m), 2. 03 (2H, m) , 2. 41 (2H, q, J = 7. 2Hz), 2. 89 (3H, s), 3. 0 
2(2H, m), 4. 17(1H, m) , 6. 54(1H, dd, J=2. 4, 5. 6Hz), 6. 86-6. 94 ( 
2H, m), 7. 15 (1H, m) , 7. 17 (1H, brs) , 7. 30-7. 38 (2H, m), 7. 50-7. 
56(2H, m), 7. 70(1H, d, J = 2. 4Hz), 8. 06(1H, d, J = 5. 6Hz), 8. 22(1H 
, m), 8. 92 (1H, brs), 9. 13 (1H, brs). 
ESI-MS(m/z) :575[M + H] + . 
[0244] 4- (4-T^/-2-7/W^-P73i7^)fcr';^-2-^/^^VT$ 

H 

^3^$fET (314 - - 2 - ^/V^-n^m/— ;V (9. 63g) ^Jt^/V^V^iy}? ( 
100ml) KMMtS&fro &mzXtert-'7h*S'#WM9. O7g)^0x.T155>^ 
#L7t 0 ^^4-^nnt°y^-2-^/V^^>T5K(7. 9g)Sr*P^^, 

^t, 80°c^iB#r H m#bfc o sjiS*sr^ia*-c?&*iiufeo ECf&mz.iN*m4trh 

y^TK^dOOml), ^CV^^K (100ml) ^P^.T5B#^Jl#b/t 0 Wffib7t@^ 

SrK^ITJc^u ?k (50mi, 40) -c^ut, #^rt@#:^60 o c-e2 0 ra?aja 

&mrzz.bte£9. mmit&mao. 39 g , 83%)^i§fe^£L~t#fc 0 

'H-NMR Spectrum (DMSO-d ) 6 (ppm) : 5. 51 (2H, m) , 6. 44 (1H, dd 

6 

, J = 2. 4, 8. 8Hz), 6. 53(1H, dd, J = 2. 4, 13. 2Hz) , 7. 03(1H, m) , 7. 14 
(1H, dd, J = 2. 8, 5. 6Hz), 7. 34(1H, d, J = 2. 4Hz) , 7. 71 (1H, brs), 8. 1 
1 (1H, brs), 8. 49(1H, d, J = 5. 6Hz) . 
[0245] m&M63) 4- (2-^/V^-P— 4- I [1 - U-~7/Vy!rv~7^.^/V%)/Vs<^/V) V 

i/Vy? TVK(5. 58g)C0^h^tKn7^^(60ml)^i-7K7K^*PThy^/V 
T^(4. 18ml)3r$ftTU^ 15^r H m#bfc 0 &l ^HiSfci^^J^VV (2 

. omD^Atifc^ iniia-c6o^raaH^L^o *.7tf@$mT"x*. 

WK4- (4-T57-2-^/V^-n^;ny^»t 0 y^-2-^7^^T$K(4. 945 
g ) thV=^^T^(4. 18ml) O^h^tKn^^^ (50ml) SsbD*., 2l$ffi$ 
#Lfc 0 M^«r^m*-e#ia$^r^ — Sfe«#b/- G SJ&^fcB^S&^vK 100ml) 
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^A^K^^dOOmU 3[Hh lN^^dOOmU 2HD , fMftl^i^TK (100ml) "ejlgtfc 
t-m^iS. 3g) ^g^^^/V(20ml) ^^^(5ml) ^P^.T@f*^tH$^rfc 0 
( 16ml- 2ml) -eft#i-b7^ 0 ^IS_h-eP^5IT^M^Mb-C|ftfB^^ (3. 73g, 4 

i%)Sr^-fe^i!bT#/t 0 ^s^ra^u as(3. 6 S )icnmmm^^( 
20mi)^^^(4mi)^p^-cia#:^tift±i$^c o m^m^\^u sm-txw. 
3\T^m^mvxmmk&!%)(2i6mg, 2. 4%)&%m&n3tbL,xmc 0 tsbiz. 
zm%mj±mmu mm. (3. 06 g ) ^swfuvjjywww^^— (Fuji siiysi 

^Mi±^bT^fE^^(885mg, 9. 8%) £«&fc^LT#7 > c 0 
'H-NMR Spectrum(CDCl ) 5 (ppm) :1. 60-1. 90(4H, m) , 5. 78(1H, 

3 

m), 6. 95-7. 30(5H, m) , 7. 40-7. 50(2H, m) , 7. 64(1H, d, J = 2. 4Hz 
), 7. 74(1H, dd, J = 2. 4, 12. OHz), 7. 88(1H, m) , 8. 33(1H, brs) , 8. 44 
(1H, d, J = 5. 6Hz), 9. 87(1H, brs). 
ESI-MS(m/z) :475[M + Na] + . 
[0246] (M^I64) N-(4-f(2-T$/b°U^-4-^)^-^l-3-^^-p^^ 
/H -N' - U--7?vJrxi-7^;V)*/'7xi-fn/<y-\. ;V^l/T^Y 
^^#ffl^T. 4- (2-^/V^-a— 4- { [1 - (4-7/V^n-7^^;V-Z);Vs^^;V) 
^nynyN^/V^/V]T5/}^rn7^>)t°y^-2-^/V^^>T5K(4. 81g 
)£N, N-iy^/^/^T^(50ml)\zmM^, 7K(0. 5ml), [«(MJ7/V^- 
P7tb^»a-K]-<yify(5. 17g), t°yvV(2. 57nA)^n\Z.X\WX1)W^-X 
— ifeJl#b7t 0 (O. 5ml), [tf^(hy^/V^-nT-fe^>-)3— K]-<^V(5. 17g) 

, t°y^(2. 57mi)^^ui3iT)iiH^:ig*nb, ^h^mmmwvfc 0 Eif&m&wtmx- 

^/V (200ml) £tK (100ml) ^#IBLfc 0 *$SJg<£#ftitU tMfP^7K"e^b, M 
^-(Fuji Silysia NH^tHt;^xf fcXQmWkUZo g B*)#^®£M 
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&mu mmtt&mkrrzztizj:*). mmt&mte. 878 g , 64%) *wm& 

'H-NMR Spectrum (CDC1 ) 8 (ppm) : 1. 60-1. 80 (4H, m) , 4. 84 (2H, 

3 

brs), 5. 94(1H, d, J = 2. 4Hz), 6. 31 (1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7 
. 50(6H, m), 7. 69(1H, dd, J = 2. 4, 12. 4Hz), 7. 89(1H, d, J = 5. 6Hz), 
8. 20 (1H, brs), 9. 92 (1H, brs). 
ESI-MS(m/z) :425[M + H] + . 
[0247] (Mrffil65) N— (4—7 7Vtn7 ^=^;V) — N' - (2-7;WtP-4-tKn^X7a 

1 - (4 - y;V^xr7^=.;V^jV/^^;V) ^xrfxx^fj /V^i/Vy? TfK ( 1 . 
02g)<DN, N-i^^/l^/KkT5K(5. Oml)?§^^ MJ^/VT^U. 28ml), 

-<^y>yry^/v- 1 -^/v^-^v-mj^. {*J* e ?~j>vT^s) & ^^-y-y/v^r 

n*Wx— h(2. 03g)^Px., ^?a-e5^K8t#b^o ''^4-T57-3-^/V^- 

n-v (*g m«c ; ^7°^ : g^^^/k =2:3-1:2) "T?»3RUfc, @ 

W»^WSr«ffi*|gb, ^#fe@#:^bT^|E^^(395mg, 39%)£#fc 0 
X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 50-1. 80 (4H, m) , 4. 99 (1H, 

3 

brs), 6. 60-6. 70(2H, m) , 6. 90-7. 10(2H, m) , 7. 45-7. 55(2H, m), 
7. 98 (1H, m), 8. 23 (1H, brs), 9. 58 (1H, brs). 
ESI-MS(m/z) :355[M + Na] + . 
[0248] (»Hftl66) 4- (4-T$7-3-^/V^-P^/^)b°y> ? ^-2-^/V^^T$ 
H 

S*M^T, A-T^y-z-y/v^rxiy^;— ;v<&. 7 g )^y^/KVi^3rv'K(57 

mi) \zmm^, mm-cxt&ct-zfv^tiyvMs. 6 g )^ux., ls^nosw^uto 

M^^4-^nntr=yy^T^K(5. Og)^Px.^, S*M«#Tt^U80°C 
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-rhv?j*j<imm(85. 5nA)&m&xgmuto ^mumw-^mj^, y^xrn 
#-bfc 0 ^*m%f&muz&. loorixnm&mir&z-tKxv)^ mwjb&mis. 8 

8g, 74. 3%)Sr«J£»fe^i:LT#feo 

'H-NMR Spectrum (DMSO-d ) 8 (ppm) :5. 18-5. 30(2H, m) , 6. 80 ( 

6 

1H, dd, J = 2. 4, 8. 4Hz), 6. 81-6. 90(1H, m) , 7. 02(lH, dd, J = 2. 4, 1 
1. 6Hz), 6. 99-7. 14(1H, m) , 7. 32-7. 39(1H, m) , 7. 69(1H, brs) , 8 
. 10 (1H, brs), 8. 48 (1H, m) . 
[0249] («fffi!67) 4- (3-^/V^-p— 4- 1 [1 - (4^ZZk±HZ^Zk^k^jj2k) ^ 
^H2!H^i^ZkfeZk] Z^ZLZ^2±^) b°U^~ 2- ^7/V^->-T$K 
ii^ST, N- (4-^/V^-n^oi^/V) -N' - 4— tKn^>73i 

^/V) v^n^n/^- 1, 1 — S^&/l^rS/T5K(665mg) SrN-^/H^nyK^d 
0ml) ^a^Ttert-^>dr^y^^(247mg)^Px.Tl. 5B#[?l3jf# 

Lfc„ 4-^nnt°ny/VT^K(313mg)^Px.^, S*^T^110°C-e— B8u 1 
20r-e8^ram#bfCo KJS?RSr^S*-C?^|Ib^, S*S?RSrftift^^*l^ 

ffiLfc 0 *aJB^ria^^^^hy^A^K^(2iHi), tmnkm.7kxm&u Mtk 

4- mmm •. mm^^= 1 : 2—1 : 3-1 : 4) j^wgjufco @ mm& 
m&Mfrmmi^fco mm^mm^^uomi) — ^^^(6mi)^px.-cy^^-^ 3 

^(261mg. 29%)&&m&1&MibTJXntCo 

X H — NMR Spectrum(CDCl ) 8 (ppm) :1. 40-1. 80(4H, m) , 5. 54(1H, 

3 

brs), 6. 90-7. 30 (7H, m) , 7. 71 (1H, m) , 7. 86 (1H, brs), 8. 28 (1H, m) 
, 8. 45 (1H, d, J = 5. 6Hz), 8. 94 (1H, brs), 9. 14 (1H, brs). 
ESI-MS(m/z) :475[M + Na] + . 
[0250] 4- (3-^/v^-p— 4-f fl- {A-'7;virn'7^)Vii)V/^y()VM/^xi-fxi/^ij 

;V^jV\ ) 2 ^/3r */) t°V ^ - 2 - #/l^^T$K<P8U j&^fifcte 

SifH^T^ l- (4-7/v^n7^^/VT^y^/v#^7V)v / ^n^ p n/'?>-^;7V/}?df- 
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TVK(1. 45g)CD^h^tKn^^(14. 5ml)^lt^7K^^PT^y^ 

/KO. 473ml) £A*bfcfL IH?&~ei. 5^M«#bfc 0 tifffl^T, I^U-CS^ 
$^£4- (4-T^y-3-^/V^-n^y^)t°yv ? ^-2-^/V^iyT$K(l. Og) 
(D'rY^Yvi^ly (10. 5ml)^$u hy^/VT^(l. 13ml) ^M^MzMWl^tz. 
o — Bfe*#Ufc 0 KJ&?feB1^^/K50ml)£2N* 

^^hy^^^(iomi)^p^T^gabfc 0 ^JB^2N*^^hy^A^ 

M(10mU 20). lNi^^(10mU 30) x ^P^^*^hy>>A7K^IR(30ml)-e 

j«#@su *s^^hy^A-e^b7t 0 a?g£vy#y 

/V#^(Fuji Silysia NH)^ilCT^>i©bfc(^tii«;m^/V) 0 Z>m&U)± 
mmVft^ mbtltcmm (1 . 28 g ) ^g^^/V (4ml) i:— (4ml) &j)\\X.X 
mmZ-ltfto @M6tLfcf, M^^i-§^^^J:«9^|S>fb^(991. lmg, 5 
4. l%)£«&@ft^LT#fc 0 ^?RSr^cJE«|3»SUT#e>n^S£Sr^y^y^ 

(Fuji Silysia NH,^t±i^;l^^^:^ 0 ^ = 3: 1) ^ 
i^SlLfco g^W^^ra«-r^^{-J: , 9^fS^^(24. 3mg, 1. 33% 
)^Sfe@f*^bT#fc 0 
[0251] («Hfrl68) N-f4-r(2-T$/tfU^-4-^/M^Vl-2-7/^P7^ 
/H-N' - (^Z2k±HZ^M^£H2^^^L l-v^/^^T$K 
SifHMTs 4- (3-7/v^-n— 4-{[l- (4-^/v^-n^3i^.7V^;/w^^7V) 
^^p^n/^^/^-/V] } ^m/^^) t°y - 2 - ^/V/}^ v-T5 K ( 1 0 lmg 
)3rN, N-v^/1^]vVAT5R(1. Oml)^^^:. ^K(0. Olml). [«(by^/V 
^-nXir^^a— K]-<^Xl09mgK t°Vi?>(0. 0541ml) ^SJ-TjlR^P 
tfejt#Ub„ ?k(0. Olml), [«(hy^/V^-nTirhdrv^)3-K]-<>'ifV(10 
9mg), fc-y^CO. 0541ml) ^?a^Tjll«B*PU £^-24B#f^ii#Wi 0 KJ£ 
^^^^/virlN^^b^by^AA^^^ffiLfCo W$US£#lttU f^pj£ 

^7^^ti-^h^^-(Fuji Silysia NH, ^J:«9*t^Ufc 0 
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'H-NMR Spectrum(CDCl ) 5 (ppm) :1. 50-1. 90(4H, m) , 4. 90(2H, 

3 

brs), 5. 98 (1H, d, J=2. 4Hz), 6. 33(1H, dd, J = 2. 4, 5. 6Hz), 6. 85-7 
. 55(6H, m), 7. 90(1H, d, J = 5. 6Hz), 8. 20(1H, m) , 8. 84(1H, brs), 9 
. 26 (1H, brs). 

ESI-MS(m/z) :447[M + Na] + . 
[0252] (MaaM69 ) N - 1 4 - T ( 2 - T$ 7fc°y >V - 4 — <;V) Hr^l/\ - 2 - ^/k^-p 2 

/V) -N' - (4^Z2k±HZ^Zk) i^£H2lH£^= L 1 -^fr/^^T^K — *fc 

Ii#ffl^T> 4- 4-{[l- (4— ^/V^-n^ain/^/W^^/V) 

^^n^n/^*/^^] } 7x/S^) try - 2 - #/Mtf=3r v-75K ( 1 . Og) 
SrN, N-v^^/V^/VAT^KdOml)^^^*, tK(0. 199ml), [^(hU^/V 
*n7-feh^ri/)3-K]^^y(l. 96g), try-^(l. 07ml)^^a^T)lR^Px. 
T33B#Rgif #Lfc Q KJ^^gg^/K30ml) fclN*lfcfb^hy?Aykig^(10 
ml)^Px.T^ISLfc 0 #^jg^lN^^b-7-hy^xK^(10mU 20), l&ffck 
^7K(30ml)-ejlR^#Lfcm. M^Ka^hy^A-e^LfCo S$fc&«ffl&3cL 

(0. 486ml, 1. l^*)^Px.fc 0 WffiUfcHft^I&W^ g^Bft^/V-C?5fe#b 
, lB#^M^i^LfCo @^80r-e— Bfe?ajH^«-^^J:«9^fE^^(559 
. 3mg, 54. 9%)£rSfc»&t&7fc£LT#fco 

X H-NMR Spectrum (DMSO-d ) 6 (ppm) :1. 45-1. 80(4H, m) , 6. 14( 

6 

1H, d, J = 2. 4Hz), 6. 65(1H, dd, J = 2. 4, 6. 8Hz) , 7. 10-7. 23(3H, m) 
, 7. 42(1H, dd, J = 2. 4, 11. 6Hz), 7. 55-7. 64(2H, m) , 7. 77(1H, m) , 
7. 96(1H, d, J = 6. 8Hz), 7. 99-8. 10(1H, m) , 9. 88(1H, brs), 10. 79 ( 
1H, brs) . 

[0253] (MatMZQj ±2kML£=£=£2kM^}h>2. TVK f4- (4-^hP^/^) 
t°yvV-2--^/HT$K 

4- (4-^hP^y^)t°y> ? ^-2-^T^Xl00mg) ?rSiSBMT, Thy 
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tKt2^>(5ml) {zMM^tzMt, KfcmbM&kWT. HJ^/KT^O. 181ml 

)k?m*PW&^~Mo. i63mi) ^px.rt 0 Eifcm&m^mu 3ottmmwL,tc 
o BLfomzm&^/v (50mi) km wm.^m^v^^mm oomi) -^gau^ 

o 5>^bfc^e ^7K (30ml), ^P^TK (30ml) -e)lR^^#-L^, ^7K«^ 
hy^A-e^bfCo ^^Mff^^LfCo Mt-N, N-^^/M}vW>.T^K(5ml) 

%mzJz$k, ^/v*y>(o. i89mi) ^nx., 30#r^*#bf' o 

#^>^caS^^^/K50ml) ^^P^kT^^^^TK^OOml) ^JP 
X.-C^SBLfc 0 ^Lrt^S^M^TV^^^TK^ (30ml), * (30ml) 

, tMfp^^K(30mi)-e^b/cm, M*^&^y*^f£&ut, ?§#i&3£jee@ 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :3. 52 (4H, m), 3. 74 (4H, m),6. 6 

3 

8(1H, dd, J = 2. O, 5. 6Hz),7. 17-7. 26(2H, m) , 7. 67(1H, m),7. 79(1 
H, brs), 8. 15 (1H, d, J = 5. 6Hz), 8. 20-8. 40 (2H, m) . 
[0254] (MatfflZJJ ^W;^-4-^7/^driy';^ 7i/K f4-(4-T$/^y^) 
t°UvV-2-^VHT$R 

^e/k^y^-4-^/v^^y^ TixK [4- (4-^hd^ ;t yd f -^)t 0 yv?>'-2- 

^/V]T5K(128mg)^h7t:Kti^7^(3ml) ^^^c^, ^*^«#T, 

^?a-e2o%^K^^^> ? '7A^*(26. 3m g )^nx., ^m^m^TX7mmMW 
%mj±mizir^bK£<9, mmit&m (i2i mg ) ^mfe@#:^LT#^ 0 

ESI-MS(m/z) :337[M + Na] + . 
[0255] (»Hftl72) b'ny^-l-^/V^v-y^ Tvjf f4- (4-^hP^^/^» 
b°yy ? ^-2-^/VlT$K 

4- (4--hP^y^)t°y> ? ^-2 — f/VT^ (lOOmg) ^S*#BIT, 
fcKn:7^(5ml)^^$^fcfL 7XtK^*P*#T, hy^/VT^(0. 181ml 
)^pp3^:7^/K0. 163ml) &MZ-fc 0 BLfoW&^UKmU 30^^*#bfc 
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o Rsfcm&mmx&A' (somi) tma^wt^m-rhv^Tiam^ oomi) -?&mut 

WA^fcfllUfc, ^^i±©5febfc 0 iSl:N, N-i^^/v*/VAT5K(5ml) 
^JP;LfcfL fc°ny^(0. 181ml) ^P^L, 2H#^i*#Uh 0 SJ^fe^ffi^Lfc 

x-xftm^t-c ^m^t'^mm^m^mtriy^^^mw (30mD, tk oomi) 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 98 (4H, m) , 3. 48 (4H, m), 6. 6 

3 

7(1H, dd, J = 2. 4, 6. OHz) , 7. 18-7. 34(2H, m) , 7. 46(1H, m) , 7. 88 ( 
1H, dd, J = 2. 4Hz), 8. 14(1H, d, J = 6. OHz), 8. 25-8. 35(2H, m) . 
[0256] (Wmm Z^H r4-(4-T$7^7^^)b° 

t°ny^-l-7J7^^riyy^ TVK [4- (4-— hn7aiy^rS/)t p y^-2— 
/V]T^K(116. 8mg)^h9tHW^(3ml)^^-frr>^, S*^«#T, 
^ia-^20%7K^^^^A^^(25. Omg^Pxu 7K*#fflMT-e7B#^«# 

Sr«JEE@*-r5^i:^J;«9, mMfc&Vo (112mg) £#mfe@#£L-C#fc„ 
ESI-MS(m/z) :321[M + Na] + . 
[0257] (IM'174) Tif^-^-l-77/V^^y^ 72H f4~ (4-^hP^7^rv-) 
b°yy ? ^-2-^/HT$K 

4- (4-^hn^y^»t°yv ? ^-2-/r/VT5^(100mg) Sr^^#fflMT, ^9 
£Kn:7^(5ml)^^£^7>^ 7KtK^^#T, HJa^vV-T^tt). 181ml 
)^nn^i7x^(0. 163ml) Srflq&fco M^^M^Mb, 30#|fflflB£Ufc 

o Bif&m&mm^/^ (somi) p^^Tkm^-hy vj*&m& oomi) -e#KLfc 

o ^®tbfc^r««Sr* (30ml). fi&^fcfeffoK (30ml) ^JE&iJfc^Ufcfft, 
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hVV&X^mVtCo mm^WL^m^tz-o gl^E^N, N-v^<:fvMvVAT$K(5ml) 

T^e^<7^7ki§$t(30ml) , 7k (30ml) % f&fP^i£7k (30ml) -e^UhfL MtK 

77^f- (^m« ; ^°^>- : g^^/V= l : 3~|fr@l^/V) J^Wt^Ut, @ «J 
^W^^ff«^«-^^J:«9fe)»W^^M^^ (1 18. 7mg) 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :2. 33 (2H, m) , 4. 11 (4H, m), 6. 6 

3 

6(1H, dd, J = 2. 4, 6. 0Hz) , 7. 15-7. 25(3H, m) , 7. 83(1H, d, J = 2. 4H 
z), 8. 13(1H, d, J = 6. 0Hz), 8. 25-8. 34(2H, m) . 
[0258] m&M75) 7Wy-l-^^^'J^ Zv£ f4- (4-T$/^/^riy) 
b°U^-2-^/MT$K 

TW^-l-^/V^v^y^ TVK [4-(4--hn^yd f -iy)t 0 yv ? ^-2- 
^/V]T5K(118. 7mg)^h^tKn^^(6ml)^^$^:7>^, ^*§M«I#T 
, ^ta-e20%7K^k/^^A^^(26. 6mg)^Px., 7K*#ffl^T-e7B#^« 

m&mj±m£;-rz>z.bK£<o, mmfc&m a io mg ) »jt &@#^L-c#fc 0 

ESI-MS(m/z) :307[M + Na] + . 
[0259] (M3M76) -<>i?/V 4- (l-tert~:/^>#/V^/H^<U i?>-4-^/V)H° 

s<l/i?/V l-t^^^/V^i/W— h(5. 00g)i!tert-^/V A-ttVM 0 ^ 
])i?l/-l-Jj/V7$*ri/U— h(4. 52g)^W— /V (100ml) 

(2. 34mi), loro^^A^^d. 55 S )&i]n^7kmnmn,T^n-v4Bmm 

#Uh 0 Mg^^iJU ^Sr«|«|Lfeo a^t-T-feh^ (50ml), tK (50ml) ^P^LT 

h(3. 89ml)^Px., 7 ]c|^_h-e3. 5B#P^#Lfc 0 MJ^$t 
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Ift^StbTctf)^ ^(^^^/V:^h7tKn^7>-= 1 : 1 (200ml) b7& (100 

«»W^**ieU^llfe»^'»i:b-C^I&fb^(2. 71g, 29. 6%)^#7Co 
'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 40 (2H, m) , 1. 45 (9H, s), 1. 7 

3 

7(2H, m), 2. 40 (1H, m) , 2. 52 (4H, m) , 2. 69 (2H, m) , 3. 51 (4H, m) , 4 
. 13(2H, m), 5. 13(2H, s) , 7. 30-7. 39(5H, m) . 
ESI-MS(m/z) :426[M + Na] + . 
[0260] (MiaMZZ) s<l/*J;V 4-(fc p ^U^-4-^/Mfc p ^^-l-^/^^V— - 

h 

^O'vVv 4- (i -t-:7>^#/V/K^/vt°^y>v-4 — ivv) tf^vV- 1 

/V*J?^->V~ M2. 31g)^7K^Thy^/^n^(10ml)^Px., ^m?3B#[igif 
o ^^^^/V:^h^tKn^^=l:l-e^mbfc 0 ^M^fPJtfck^ifc 

m<on.mi. 93 g )^#^ 0 

X H-NMR Spectrum(CDCl ) 5 (ppm) :1. 57-1. 66(2H, m) , 1. 87(2H, 

3 * 

m), 2. 00-3. 62(14H, m) , 5. 14 (2H, m) , 7. 27-7. 40(5H, m) . 
ESI - MS (m/z) : 304 [M + H] + . 

[0261] (M2&MZ8) i-^/bK';;i/7ff^y-3-ty 

l-^yy*thWWy-3-t-/v *fr&ifr(5. 52g)irMJ^/VT5>-(27. 
9ml)M(:, S?att°y^y if/K7r— MJtf-^VK =»>^V3^;*(19. 7g) 
O^^/K*/M^^K(80ml) it^lTUc 0 ^^Sr50 o Ct?30^rHW#b7t o 

fiH*kK«r5BUU ^>^^«b/io aS^^y-/K200ml) raciS 

tt^(io g )^px., ^?a-c3 0 mmw^fc 0 fe&$t&z>&\u zmzmmvtc mm 
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IISLfco BWW»,IffefflM^TB«)i|(3. 21g)£#*: 0 ^ 

m&ffiMitL,xmmk&%)(i. iig. 23. 4%)^#fc 0 ^fem«bT#^fca 

&U}£m,MU «^Hib-C|ftfE^^(940mg, 19. 8%)?r#fCo 
X H-NMR Spectrum(CDCl ) 5 (ppm) :4. 01 (4H, s), 4. 60(1H, s) , 7. 22 

3 

(2H, m), 7. 30 (4H, m) , 7. 48 (4H, m) . 
[0262] (Mi^l79) 3- (Tlf^vV- 1 - - l-^/tK'J/vrff^ 

1 — <^tKy/VTif ^-vV- 3 (750mg) C0v?^nn^^ (12ml) mW^T 

^^(326mg)^px., mmvgmvtco hyr-feh^^TK^k* 
^-7-hy^d. oi g )^p^, ^?a-e25i^raat#L^o s^^^hy^ds 

W^^iireK ^<(50ml), B^Mft^/KioomDSriq^feo ti!^MLfc« 

a*ibfc o a»^y^^V^^^n^h^7^-(Fuji Silysia NH,^«;-s 
mm^/^= 1:1-1: 2~g^^^/V) -C*#$lU £»fe0#:£LTiefE^ 
^(643mg, 73. l%)£#fc 0 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :2. 06 (2H, m) , 2. 91 (2H, m), 3. 1 

3 

6-3. 24(7H, m), 4. 35(1H, s) , 7. 15(2H, m) , 7. 25(4H, m) , 7. 40(4H 
, d, J = 7. 6Hz). 

ESI-MS(m/z) :279[M + H] + . 

[0263] (M^M80) 3-(7ff^-l-^)7Wy ^fiBftj 

3- (TWv ? ^-l--T/V) -l--<>-y^Ky/VTif^-v > >-(643mg)(Dg^^^/V 

2§fc4Ni£^-@1^r.^VKl. 16ml)^Px.T|S^b7t 0 

/V(65ml) l£$g#?$1ir N ^^20%7K^^^7v > ^(811mg)^Px.rt o ^^r* 

fmipjiTto. 3~o. 4MPa). mux^mmmwistco mm^mu sm^mmi^ 
mmu mm^m^mt^xmmih^(DUi^(47i. 2m g )^#^ 0 
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ESI-MS(m/z) :113[M + H] + . 

[0264] m&M8i) l— <^y^KU/v-3- (2*£>^zkfezk±±MXg±^ 

tiffflir^ l— <^/thWff^y-3-t- /Ki5. o g )(Dt°y> ? ^(ioo 

ml)®$ffl$££r-20 , Cfc?fr£PU r.r.iC^^^/W*^ /V ^nUK(6. 33ml)^MTL 

o 1%m^?y—/U ( 10ml) „ ^MJ->- (50ml) &MX.X, $rttil,td&Mi&1&M&*ttL 

mmfc&V0(5. 943g, 44. 8%)£#fc 0 £?£3r«iJfU »^y*^*7^^n 
h^97>r— WIS ; : gfcifcn^yv =2:1-1:1 ~^zf#> : g^^/V : 

tZS—As =50:50:1 ~40 : 60 : 1 ~g^^^^/V:^7— /V =100:1) X^WtLfto 

BMMmfr&mmumn&^Mit^xmmik&yoa. 58 g , n. 9%)&#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :2. 99 (3H, s) , 3. 18-3. 21 (2H, 

3 

m), 3. 62-3. 66(2H, m) , 4. 40(1H, s), 5. 11(1H, m) , 7. 18-7. 22(2H 
, m), 7. 26-7. 31 (4H, m) , 7. 39(4H, d, J = 7. 2Hz) . 
[0265] mmm82) l-^yAK'J;V-3-^7;7ff^ 

1 — <>-y^tKy/V-3-(^^7V*^/V^-drv')TW^(7. 52g)cDN, N-v 5 
y^/k^/VAT5K(60ml)^^, 7K(7. 2ml), JT^HJl?A(3. 48g)^PX. 
, 65 < C-C9NFK»#bfco KJfcflfcfc*, ^BH-hy^A, gft^yvl^R;!, rtt£r# 

/Kiomi)Srin^.r!»»$*feo g H ^5®u^xf;vx- ^/v-e^b7b 0 

gfeHfelSfifcbT^|&fb^(5. 43g, 92. 3%)^#7t 0 
'H-NMR Spectrum (CDC1 ) 5 (ppm) :3. 20-3. 31 (3H, m) , 3. 47(2H, 

3 

m), 4. 36(1H, s), 7. 19-7. 23(2H, m), 7. 26-7. 30(4H, m) , 7. 39(4H 
, m) . 

[0266] m&M83) l-^^y^Ky/VTif^^-3-^/P-^^y-y^ T->K 
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1 — <^ytKU/V- 3- i/TyT^f^y (5. 43g) (D^Mri/^y— ;V (54ml) |» 
*.mtmVMQ. 48g), tK(3. 25ml)^nx., 100r-C4B#Rgfl&#Ut, Etfo 

15ml) ffiMi&mm^fCo jjgtSSr^StU v 5 ^^/^— ^/k-eft^bfco r 

ti&mm.&mu mn&M&t^xmmk&mtA. 2o g . 71. 7%)£r#/c 0 

X H-NMR Spectrum(CDCl ) 8 (ppm) :3. 00-3. 90(5H, m) , 4. 95(lH, 

3 

s), 7. 25-7. 28 (2H, m) , 7. 33 (4H, m), 7. 53 (4H, m) . 
[0267] (MrffH84) l-^yAK'J;l/7f ^y-3-^;^>l/- N 

l-^^tKy/VTif^-^-S-^/V^dr^y^ r^>K(4. 20g)ON, N-v^ 
^/V7^/VAT^K(45ml)^IS^^y^(6. 53g) , 3— K^>-(0. 976ml)£- 

mzl, mux2o. mmmwisfc 0 M^^^^^^ft. ^&gi^^/v-e» 

U ^^^y^^V^^A^n-^h^^— (^K^;^^^:g^^^7^=5: 1 
~3:l)-e^b7t 0 @^W^^Ujtfe^^i!bT^|B>fb^(3. 57g, 80 
. 8%)£#7t 0 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :3. 26 (2H, m) , 3. 31 (1H, m), 3. 4 

3 

4(2H, m), 3. 69(3H, s) , 4. 38(1H, s) , 7. 16-7. 20(2H, m) , 7. 25-7. 
28 (4H, m), 7. 39-7. 41 (4H, m) . 
ESI-MS(m/z) :282[M + H] + . 

[0268] mmmi *±2k mmm 

l-^^tKy/VTif^^-S-^/V^^l/— h(3. 57g)(D^7— ;v{ 
360ml)*§?fc, 4Ni^^-@^^^/v(l2. 7ml) N 20%^K^^^v ? '7^ (3. 57 

g)^jnx., *^pffT(o. 4MPa)^a-en^ra«#bfc 0 mm&zwiu zjn&* 
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ESI - MS (m/z) : 1 1 6 [M + H] + . 
[0269] m&M86) *±2k l-tert-Zfh^iy^^^VT^^-3-^/^^>U 

r± 

mno ^tk (26mD *mftr%iMWTfcmm*m*rhvvj* o. 2 g ) , #c 

^ttw^&m^istc^ mm^/^wimisfco wM^ta^p^^K(70mi) 
xm&u m^mmi-hv^^mLtco mmm&mffiistz&<Db7km&*>fr&. n 

^-hy^(3. 2g), ^CV^\ ^-t-^/V ^/V^-h(2. 91g)^rSS*Px.fc 

o mta-eo. 5mmMW&, m&x2. 5 0 rajt^uto Kfom&ttmu *m&ffim 

A^n^M^ 7 ^— ; ^<f?> : : 1—1 : 1 

~mm^^~ffim^/i".*?y—^= 10: d Kj^smut, § w^w^a**! 
u m^m^mti.xmmt^-m(370m^ 13. 5%)^#fc 0 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 44 (9H, s) , 3. 35 (1H, m), 3. 7 

3 

5(3H, s), 4. 10 (4H, d, J = 7. 6Hz) . 
[0270] (l^Hftl87) tert-^/k 3- (bKn^^/MTif^^-l-^/k^v-W 

rzh 

t^77^ t^TK^^y ^-^^T/V^^'? A ( 1 28mg) &Atl. Th^tF*?^ (30ml 
) M»itfc 0 m^TRit^L, rri^^/V l-tert-^>dr^/V^/VT 
if 3 - ^/WaJ?^fW— h (970mg) (D^h^tKn^^ (10ml) ^^^^ ^ 

*p^l, ^*#h^t^ ima^mTO^Lrco m&mci&io. i3mi) 

, 5N*Ifcffc^y*Ajfcjg?£(0. 13ml). 7K(0. 39ml) ^^l, ^fi^lR^WStm, 

/to Rimi^<D7fmm3tvft\vrz. 0 zm&mmu m^m^tvxmmit^iso 

5mg, 95. 3%)^#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm):l. 44 (9H, s) , 2. 71 (1H, m), 3. 6 
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9(2H, dd, J = 5. 2, 8. 4Hz), 3. 79 (2H, d, J = 6. 8Hz) , 4. 00 (2H, m) . 
[0271] m&M88) 3-(bKP»V^)7ff^ hU^/^PB^^ 

7K^T, tert-^/V 3- (tKn^-Jo^vV-) T WvV- 1-*>M?^1/-Kl 
25m & )KbV7J^vmm(0. 413ml) SrAP^ mmr^30^mW^Uto R 
JfcafcSr^a-ei. 5B#^^#bf'o ^«eSr**BU 3tfe»2tfc*£LT^1&ffra4&© 

ftf*(209. 8mg)^#7t 0 
ESI-MS(m/z) :88[M + H] + . 
[0272] (M3&M89) tert-^/V 3-r(^^;^/l/^)^f/l/l7^f ^-1 

tert- y^/V 3- (fcKn^S/^^vV) Tif ^vV- 1 —it/V^^U— h (806mg) (D 
^h7tKn^7^(25ml)^^hy^/VT5^(l. 80ml)^Px.7c o ^it#B^iT 
£*xSr7|C?frU ^^/V*^/V^nUK(0. 499ml) ?rlTL, mM.~r?30ftfflfflfcl, 
fc 0 Rj&m K^m^/Xl OOmlh *( 70ml) ^P^-C^KUt, *S3rg^^ 

-eftMbfio BlttW#«r**tU ^feW^LTJlfE^i^Kl. 05g, 92. 0% 
X H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 44 (9H, s) , 2. 93 (1H, m), 3. 0 

3 * 

5(3H, s), 3. 72 (2H, dd, J = 5. 0, 9. 0Hz) , 4. 06 (2H, m) , 4. 35 (2H, d, J 
= 6. 8Hz). 

ESI-MS(m/z) :288[M + Na] + . 
[0273] (»I90) tert-^/V 3- (^f;^;^)7^-l-^ 

tert - y^/V 3 - [ V) ^^/V] T^^J> - 1 - 

— Ml. 05g)(D^y— /V(20ml)^^^2Mv ? ^^-/VT$^-^h7^Kn^9^(20 

mD^IR^Px., ^tW c t 1 7O o C-e4O0#^*Pf^b7t o SJ&»^M;£T*?fr£PL7ho KJ£ 
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-C^fBffra^(678mg, 79. 9%)£#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm):l. 43 (9H, s) , 2. 22(6H, s) , 2. 50 

3 

(2H, d, J = 7. 6Hz), 2. 69(1H, m) , 3. 59(2H, dd, J = 5. 2, 8. 4Hz), 4. 16 
(2H, m) . 

ESI-MS(m/z) :215[M + H] + , 269[M + Na + MeOH] + . 

[0274] (M^I91) 3^lv^±zkZLZ2i±zklZ^±^>: 2h]Jzzk±HiE^ 

tR^T^ tert-^/V 3- (v^/VT^y^/V) Tif 

h(678mg)^hy^/V^-cig^^(l. 95ml)^Px., |imfi-e3O£fe0if #L7c 0 ^<D^ 

ESI-MS(m/z) :115[M + Na] + . 
[0275] (MitM92j tert-^/V 3- ^^7ff^- 1 - V 

fc 0 tert-^/V 3 - tKn^v^Tff v?y- 1 -*;P#^v'l/- h(5. OOg) 

(D^h^tK^7^^(50ml)m«^o<«9^Px., |^M-e30^ram#bfCo 
SJ£m^?U^30^P^#Uh o SSH^Srl5^K*^*PT-C^#bfeo K 
J&$t^3— K^>-(3. 09ml) SriffiTU ^r(D«20#^^#bf' o KJS«^>Lfo 

/V=3:l~2:l~l:l~^^/W)-C*SSiLfCo ^W^ML, ftlfeifctfc 
V0bUXmmfc&V0(l. 80g, 33. 3%)^#7t 0 M£«#£^LT[mi&Ufc 
(2. 10g,42. 0%) o 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 44 (9H, s), 3. 28 (3H, s), 3. 82 

3 

(2H, m), 4. 06 (2H, m), 4. 14 (1H, m) . 
[0276] («Hfrl93) 3-^v-TifW^ hU^/^pfifrjgtife 

tert-^/V- 3-^hdf-^Tif ^vV- 1 h (125mg) ^nn^ 

^(0. 618ml) \Z.fgjffe1t^ Z.Z.iZ.hV^/l'&vWtWtiO. 618ml) £#Px., ^UX3. 
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o 

ESI-MS(m/z) :88[M + H] + . 
[0277] 1- i^Sk^Jk^t^} -2. 5-v ? ^7^P-4-^hp-<^ifV 

2, 4, 5-hy^/V^-a^hn^<^irV(9. 48g) H>^/V7;P3- /V(5. 54ml) ©N 

60B#r^«#Lfc o 0°C-C7k (120ml) ^JPx., 4°C-e24B#^«#Lfc 0 #f 

ffiLfcl£tr B £r^U ^K-e^L/c 0 ^<D^£^1£T^£^ ^16^^(11 

X H-NMR Spectrum (DMSO-d ) 8 (ppm) :5. 35 (2H, s) , 7. 40-7. 50(5 

6 

H, m), 7. 64(1H, dd, J = 7. 2, 13. 2Hz), 8. 20(1H, dd, J = 7. 2, 10. 8Hz) 

[0278] (m^M95) 4-T$/-2. 5-^/^0^/— /V 

l-(-<^v ? /V^-^»-2, 5-v ? ^/V^-n-4-^hn^<^ifV(9. 21g)(D^y— 
7V(300ml)^^10%^^v ? '7^^(921mg)^Px., 7kif#fflMT-?\ 

T24B#r^20^*#b7t o 79^ft&mm^mn,Tb^xEim&w±'Lf'^ 
b&m^xmm&smuto ^mm)±r^^x, mmt^(4. 96 g , 99%) 
^m^mw-t^xnt'o 

X H-NMR Spectrum (DMSO-d ) 8 (ppm) :4. 67(lH, s) , 6. 53-6. 64(1 

6 

H, m), 9. 03 (1H, s) . 
[0279] (M^M96) 4-(4-T$7-2. 5- i£ZZk±HZ^Z±^) tf yyV-2-#/l^r 

iiM^T^ 4-r^y-2, s-v^/i^n^/— /v(4. 95 g )^vW/v;vv^:3r 

v-K(50ml)(^fi?$^r, ^a^Ttert-^>=3r^y^A(4. 05g) ^JP;i25^W 
#Lfc 0 ^(D^^^4-^nnt°yv ? ^-2-^77V^^T$K(2. 70g)^Px., 80<C 

X2. 5mmm&vtc 0 BLifcrn^M^xfttMistzM, i-N7kmk^-hvvj±7kmw(7 

4. 25ml) &Mx., 10H#r^«#Lfc o WftU-cHft^IfrU #fetb7^@#:^-e* 
#-Uh Q ^(D@#:^100 o C-e24B#^?a®^:Mi-§i^t-J: ( 9, ^fE^^#/(3. 38g, 
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74%) zm&n^tvxmco 

'H-NMR Spectrum (DMSO-d ) 6 (ppm) :5. 57 (2H, d, J = 6. 0Hz), 6. 

6 

75-6. 80(1H, m), 7. 17-7. 20(1H, m), 7. 26(1H, dd, J = 7. 2, 10. 8H 
z), 7. 38(1H, m), 7. 73(1H, s) , 8. 14(1H, s) , 8. 52(1H, d, J = 5. 6Hz) . 
ESI-MS(m/z) :288[M + Na] + . 
[0280] m&M97) N-(4-fr2-(T$/^^/MfcTU^-4-^l^>}-2. 5 

7i/K(l. 35g)Sr^h9tKn79^(25. 0ml) ^^?£it7h^ /RtR^M 
T\ hy^/VT5^(l. 06ml)£MTL15^W#Wi o #CWC\ HHat^^^ 
-^(O. 439ml) SrAq^ 1. 5B#FeQ*#U/c 0 Z.<Dffi&m^ mUX*4- (4-T57 
-2, 5-v > ^/v^-n^ ;t ydf-iy)t 0 y> ? ^-2-^7/v^dr^T^K(l. 0g)fc^h9fcKn 

(12ml). HJa^vV-T^Q. 06ml) ©Mft^ITL, O o C^T240#Fb145^ 
«#Lfc 0 SJS*Srftlft^/K70niD £2N*^b^y?A*?«(15ml) fc^E 
Ut, ^jg^2N7K^^hyr7^7K^(l5ml)-e2[lI, 1 NfiBfcfcjgSfc ( 1 5ml) ~C 
3HI. fi&^BfeK^hy^*^(10nil)-C|g2fe?5fe#Lfc«, ^TfofM^hy^A 
^ffcfllUt, mfe&*ffiTfc:#*Ufco #^fcaS^^y^^V^^A^n-^h^ 
7^— (Fuji Silysia NH, ^ttit;^>':^^^=l:l~l:2~^^ 

4k&®(372. 8mg. 21%)Srfi-fe@#:i:LT#fCo 

X H-NMR Spectrum (DMSO-d ) 8 (ppm) :1. 28-1. 33 (4H, m) , 7. 12 

6 

-7. 22(2H, m), 7. 22-7. 28(1H, m) , 7. 41 (1H, d, J = 2. 4Hz), 7. 59- 
7. 67(3H, m), 7. 75(1H, m) , 8. 10-8. 17(2H, m) , 8. 56(1H, d, J = 5. 6 
Hz), 9. 80(1H, m), 11. 02(1H, m) . 
[0281] m&M98) N-(4-ir2-(T$/b°yv ? ^-4-^/V)^v-]-2. 5=VZ2k£B 
Z^^zkizzNl - (4^ZZk±BZ^=Zkl>^H2!S£S>^l, 1-^7^^7$K 
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N- (4- {[2- (T57^/V^/V)t°y> ? ^-4-^/V]^-^}-2 ) 5-v^/M-n 
y^;v) -n' - {A--7)VJrn~7^-~;v)^9xizfxis<y>-\, l-^/v^v'T^K 
(372. 8mg)^N, N-^f ;V*/^T$K(5. Oml) ^?§fi?£i*:fc 0 ^^7k(0. 0 
713ml), [lf^(hy^7V^-tiTirh^)3— K]-<^V(679mg) , tfU^(0. 384 
ml) Sr^M^TjlH^P^T3^rait#b7ho Si^*^^^/K30ml) £1NtR^ 

-f— (Fuji Silysia NH,^tti^;^7 P ^:@^^^/V=l:3~e^^^-7V) \z.£X> 

oi. om g . 86%)^^n^t\^xmc 0 

'H-NMR Spectrum (DMSO-d ) 8 (ppm) :1. 54-1. 68 (4H, m) , 5. 83 ( 

6 

1H, d, J = 2. 4Hz), 5. 99 (2H, d, J = 5. 2Hz), 6. 17 (1H, dd, J = 2. 4, 5. 6H 
z), 7. 16-7. 20(2H, m) , 7. 47-7. 53(1H, m) , 7. 57-7. 62(2H, m) , 7 
. 81 (1H, d, J = 5. 6Hz), 8. 02-8. 10(1H, m), 9. 77(1H, m) , 10. 99(1H 
, m) . 

ESI-MS(m/z) :443[M + H] + . 
[0282] mmM99) 3- (TWvV- 1 -J/TsUfrtf-M - 1 ^XtKU/KTif ±£ 

(1. 52g)£N, N-^^/l^/^T5K(3Qml)^j§#p$*feo MJa^vKT^O. 
17ml), BOPt*|ji(5. 03g),7ff^ i£g£*£(l. 06g) &m#dJtt%.X249$fEm 
#L7t 0 S^^lN7K^^hy-7^7K^(50ml)^Px.-Cm#b7t o JJcV^g^fe 
^^/V (100ml) ^fcTttfflUt, ^BBbfcW^JB^lNTK^b^hy^A*^, 

fhtzJm^d. 83g) ^g^^^VV (2ml) ttext-^^-;V^;V=r.— y-;V (10ml) 
g, 65%)^Jt^^^LT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) : 2. 15-2. 30(2H, m) , 3. 20-3 
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. 50 (5H, m), 3. 90-4. 10 (4H, m) , 4. 45 (1H, s), 7. 15-7. 45(10H, m) 

ESI-MS (m/z) :307[M + H] + . 
[0283] mtffllQQ) 3- (Tlf^vV- 1 — fA-^7^) - i-^yXbK'J;i/T^f^ 

^f#HMT, ^?i."C*3ff^T/l^^ !?Ai;^A(300mg)^h7tKn77^(10 
ml) tcjg«$^r^ x 3- (Tif^vV- 1 — |7K*7/Vtf^/V) - l-^'XfcKy/KT 
W^(l. 14g)C0^h7tKn77^(30ml)^^Tb/c o Iff, BOM£60 
°C-C2B#F^«#L7t 0 SJ^^*m?fr*PUfcSL *(0. 3ml), 5N*Bfe>f^MJ!> 
•Mcig#e(0. 3ml). 7K(0. 9ml) ^PX., — Bfe*#Ub 0 W^£6ii§U 

/Kioomi)-ei5fe#L/t 0 ^ffe^ffmifi-^^^^i^^fB^^d. ii5 g , mm 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :2. 07 (2H, m), 2. 40-2. 60 (3H 

3 

, m), 2. 74 (2H, m) , 3. 11-3. 15 (4H, m) , 3. 32 (2H, m), 4. 29 (1H, s) , 
7. 14-7. 40(10H, m). 
ESI-MS (m/z) : 293 [M + H] + . 
[0284] mtMULQ 3-(7ff^-l-Wf;H7ff^ ^Bfife 

3- (7Wy-l-Wf;V)-l-^yXtK!);V7Wy(l. 115g)^5V 
-/K25ml) ^^$^T7t 0 S^fflMT^lOro^v'^-^d. lg)^PX. 
, 7K**PffiT(0. 4MPa)-C12B#nfl«#LfCo ^ftSr^StfeUfc^ ttjfcSr^ifi, 
/VT^#Lfc 0 6«^4N^-g^^^-/V(4ml)^Px.7c^, MM«L 

Uc Q #^fc«^2 0 FBlMlI^Mi-^^^^i^, ^fS^^(680mg, 90%) £r 

ESI-MS (m/z) :127[M + H] + . 
[0285] («Hfrll02) l-^^y^KU/V-3- feKP^f;V)7ff^ 

l - ^y^/tKy/v - 3-7f f ^/v^^y^ TS/R(3. l2g)^h7tK^^ 

^^(60mi) ^^^-fr, s*#HM~n-7k-^y— /^-e^bfc 0 hy^/v 

T^(l. 96ml) £rMTbfc|£, 20^^tT^Pti^li^/Kl. 34ml)<D^h^fcR 
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Mb/c 0 wm&mmu mm^u)±^mir^t\c^^ mmit&ma. 59 g , 54%) 

X H-NMR Spectrum (CDC1 ) 8 (ppm) : 2. 57 (1H, m) , 3. 03 (2H, m) , 3 

3 

. 24(2H, m), 3. 80(2H, d, J = 5. 2Hz), 4. 33(1H, s) , 7. 15-7. 45(10H, 
m). 

ESI-MS(m/z) :254[M + H] + . 
[0286] (MMM1Q3J 3-(tKP^^f/H7ff^ i£fi£i£ 

l-^^ytKy/V-3- (tKn^f;V)7ff^(l. 59g)^^7— 7V(30ml) 

(o. 4MPa) xmw\jz. 0 ^h\H^m.mmMu-'^k. mm^M, ^/—/vxm^tc 
^mir^ticx^. mmit^(Dm.i^ (832ms) ^m^m^mtvxmco 

ESI-MS(m/z) :88[M + H] + . 
[0287] (Mi^ll04) c£^2k (2. 5- v^/l^P^-tRp^v^j^/i/) h 
l-(-<^v ; /V^-^»-2 ) 5-^/V^-n-4-^hn^<^ifV(5. 3g)^5?/— /V 
(100ml) -J-Y7tVV77> (100ml) ^2§$?£i2r7t 0 20%*^b^7v ? ?A^ii (2 

. 8i g )^px.7^m^ *i#BMr, mmz.xmmmm.fro mm&smu 
—/vxmfr^o sm&mjzTfcmmistio mhtvttmmo. o6 g )^rirh^(ioo 

ml) -7K(50ml)^^$i^7t o yKyKm^MT^IM^hV^^ (2. 02g) ^9m^ 

m^^(3. 43mi)^jni»x.fc 0 fcfom&m&ximmnwi.tio Rj&wt&u 
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>> : mm^/v= 2:D izxmm^ito @ mm^m^m&nmmu mbtitm 
m^w&m.mrr^h\z.xy), mmt-&m(4. 9o g , ss%)%%&mw-t\,xnti 0 

ESI-MS(neg. ) (m/z) : 278 [M-H] ~. 
[0288] (M^I105) ^O-jy/V [4- (4-?utt°V*i/^-6-^/Utt^) -2. 5-i/7 

^<l/i//V (2, 5-i/7/V^rvi-4-t}?vi3ci/7^MJj/Vs<7l--h(4. 90g)^N, 
N-^f/^/^7^K(30ml)(i}§)i|§^cf, 4, 6- v J ^nnt°y^>'(2. 61g 
h ^@g#y^(3. 63g)^S^'C*Px.'C2B#F^m#bfc 0 Sj£«^k(90ml)£ 
*Px.-C^^^^-^/t 0 ^Sr^U ^K(30mU 6[U)-C|5fe#Lfc 0 6O°C^-C2 0 

mnmnmirz>z.kfc£V), mmt^te. io8 g , 89%)^^Ma%^bT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :5. 25 (2H, s) , 6. 95 (1H, brs) , 7. 

3 

01 (1H, m), 7. 04(1H, d, J = 0. 8Hz), 7. 30-7. 50(5H, m) , 8. 16(1H, m 
), 8. 56 (1H, d, J = 0. 8Hz). 
ESI-MS(neg. ) (m/z) : 390 [M-H]". 
[0289] (»Hfrll06) ^V/V \4~ (4~T*/\l°V^^-6-^/Vtt^) -2. 5- ^2 

^VvVv [4-(4-^atit°!J5v ? ^-6-/r/k^-^)-2, S-^/Vtnyx^/V] 
M3. 92g)^2MT^^e^r— ry^n^Ny— /KSOmD^W^^ 120^ 

tvfcas^g^^^/v^iorom^^y^^^^^isLfco was^f^nj^ 

^rv-y^y/k^^A^n^bi/^^— (Fuji Silysia NH, igtftfg;^^:^^^ 

flfrTS^fclJ:*). ^fB^^(561mg, 15%)»^^ H 3 H^LT#fc 0 
'H-NMR Spectrum(CDCl ) 5 (ppm) :4. 94(2H, br) , 5. 23(2H, s), 5. 9 

3 

7(1H, d, J = 0. 8Hz), 6. 91 (1H, brs), 6. 99(1H, m) , 7. 30-7. 50(5H, m 
), 8. 10 (1H, m), 8. 24 (1H, d, J = 0. 8Hz) . 
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ESI-MS(m/z) :395[M+Na] . 
[0290] mmmi07) ^v2k r4-(4-Tv ? Kb°y$v ? ^-6-^/V^v-)-2. 5—^7 

^^vvv [_A-(A-?vixi\i 0 y^Ji/-Q-s(/v3r3ci/)-2, *>--y~7;virxi~7^.^;v'\ 

tl/V/^— Ml. 96g)^N, N-^^/MM^T^K(20ml)^^£^fc o Tv^b 
i-hVVJ» (650mg) &Mz.X60X;\CX2mmm.Wlsfc. o Kl^m^U^X^mi^f'o 

Rmw&mm^/i'kMcftmL,i£ 0 ^mm^m^ik^xm^u m^mstrb 
ti-««il. mbnfcmm%mj±&mi-z>^tK£*). mmik&m (essmz, 34%) 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :5. 24 (2H, s) , 6. 40 (1H, d, J = 0. 

3 

8Hz), 6. 93 (1H, brs), 6. 99 (1H, dd, J = 7. 2, 10. OHz) , 7. 30-7. 50 (5H 

, m), 8. 13 (1H, m), 8. 51 (1H, d, J = 0. 8Hz) . 
[0291] (MitMlM! 4-T$/-6-(4-T$/-2. 5-^tP7x^^)^;$^ 
[0292] Mitfe-1 

S^M^Tt-4-T^y-2, 5-^/k^-ci^y— /^(2. 15g)^^/V^/V*=ar 
i/K(12. SmDlcSjlMt^fc, ^M^Ttert-^hdrv-^y^ACl. 66g)S:*PxLT5 
&mWfrUZ.o Z.fb\Z.4-T5.;-6-?vu\?})*i?^(l. 55g)^Px.fc^, 

it, loor-eis. 5mmmwvtc 0 Kmm^u^x^Mvtc 0 Biifcm&mm^ 

^/V(100ml)^lN7KBft^hy^7K^(50ml) I^Lfc, #*WgSr2N*fife^ 
^hy7^7K^«(50mU 30), iafP^7K(50ml)t?i5fc#Lfeo *8#fcfr»ffi**8L 
7t 0 #^fcaS^>y^^V^7^n^h^7^— (Fuji Silysia NH, 
^79^/ : g^^/V= l : 2) fcJ^ISSJUho @ ft^#W£$c£E8l*t U gS^ESr^t 
RM i mirZ>Z.k\Z.&)^ |RfB^^(271mg, 9. 5%) *mM&x&Mh\sc&tt 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) : 3. 76 (2H, br) , 4. 97 (2H, br) , 5. 

3 

94(1H, d, J = 0. 8Hz), 6. 60 (1H, dd, J = 8. 0, 11. 2Hz), 6. 87(1H, dd, J 
= 7. 2, 11. 2Hz), 8. 26(1H, d, J = 0. 8Hz) . 
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ESI-MS(m/z) :239[M + H] + . 
[0293] W&W:-2 

*<l/i?;V [4-(4-T^yfc 0 U5v ; >'-6 — <;v^iy)-2, 5-v?7;VtP7x^;k] 
h(561mg)^^y— /K30ml) K^M^tlo 10%'<7WJ*$<M (32 

#b7t 0 ^Sr«ffi*«&LT, m&*Wfcft%k1rZ>Z.b\Z.£0, ^|B^^(360mg 

[0294] 

^<>iy;V [4-(4-Tv ? Kt°y5v ? >'-6-^/V^i/)-2 ) 

M684mg)3r^y— /V(20ml) -T^tKn^^ (20ml) 
tCo 10%^^7^*(366mg) ^iJWxJtM., *^#ffl^CTt?5^Wfll£#b7bo ftfe 

£«9, ^fB^^(373mg, 91%) ^Sfe^*iLt#fc 0 
[0295] (W^M09) N-(4-r(4-T$/b°U$^-6-^/V)^>l-2. B-v^/V^ 

H 

^f#HMT, 1- (4-^/V^n^^/VT^y7J/V^/Hv / ^t I ^ 0 ^- ? ^7J/^dr 
v^S^ Tv-K (378mg)(DN, N-^^/V-^/VAT^KOmD^l^^^ia^TMJ^ 
^/VT^(0. 236ml), HATU (644mg) ^*Px.fc^, 305>^»#b/c o MKJ£ 
$^-4 - T^y - 6 - (4 - T^y - 2, 5 - i^y/VHrxry^^i/) (270mg) CO 

NT, N-^y^/V^/VAT5K(3ml)^Px.T6R#^it#U7t 0 hU^/VT5^(0. 07 
9ml),HATU(215mg) &ii^LT— Bfe*#Uh 0 Rf&WlK&WL^'T'/l' (20ml) £l 
N^^b7-hy7^^(10ml)^n^T^IBLfc o Wffi/i^lNzK&'ffrW'XA 
*^(10ml, 20), ^fp^*(10ml)^1R^IBU M7K^7-hy7At?^ 
L7h„ ^$^Mffi2tliUi 0 #^7taS^^y^^7J9Ayn^h^^-(Fuji 
Silysia NH^mm;—^>':^^/^=l:2~l:4)^j;<9ltSb^ 0 g ift 
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'H-NMR Spectrum (CDC1 ) S (ppm) :1. 60-1. 80(4H, m) , 4. 99(2H, 

3 

br), 6. 00(1H, s), 7. 00-7. 50(5H, m) , 8. 24(1H, s), 8. 26(1H, m) , 8 
. 59 (1H, brs), 9. 54 (1H, brs) . 
ESI— MS (m/ z) :466[M + Na] + . 
[0296] m&MHO) 1- (^O-iy/V^T^) -2. 3-v ? ^/k^-p-4-^hP-<^irV 

1, 2, 3-hy^/V^-n-4-^hn^<V-^V(5. Og) J^^/kT/Wa- /K2. 92ml) 
ON, N-^^/^7VAT^K(20ml)^^,^^y^(5. 85g)«r*Pxi, 
^-C620#F^455>»#L/c o BfjSlg^ 0°C-eTK(80ml)^Px., 4 < C'C28^F^Si# 

, m%EAk&W3t2- {-O-JM^y) -3, 4-v ? ^/V^-n-l-^hn-<^>(Z)^ 
^(6. 54g)£*fjt^tII£bT#fc 0 

[0297] OKjtfiUJJJ 4-T$/-2. 3^£zzk±HZ^Zr=zk 

1- (^XvVl^-^v-) -2, 3-> ? ^/V^-n-4-^hn^^ifV^2- (^O-vyk;^ 
vO-3, 4-v > ^/V^-n-l-^hn^^ifV(D^^(6. 54g)£lO%^5^?A^ 
#(654mg)^^y—/V (200ml) fcStffcU 7k*#HMT^ ^U^T26H#F^50£- 

2, z-i?-7;vjrw7*.;—;v<Dm&m (3. 52g) £Hfe@ft:£:bT#fc 0 

ESI-MS(m/z) :144[M — H]~. 
[0298] ( Mrffilll2) 4-(4-T$/-2. 3-v ? ^/V^-n^ J i7dr-»t:°y^-2-^/V^ 

S^^^T^ 4-T^/-2, 3-^7/^13^/— /Vi:6-T5y- 2, 3—^7/^ 
P7i/- /U(Dm&%)(3. 52g)^^/KVV^^K(30ml)^^£^ 
Ttert-^hdri/^U^Ad. 49g) ^Px.T305>*#bfc o i®^lC4-^Pnt°!J 
v 5 ^- 2-^7V^^>T5K (947mg) ^PX., ^&80°C<D?ft^Jl V >T6B#F^§& 

«#u ^v>-eioo°c^Ti4B#r 3 Wp^#bfc 0 £ej£^^3re^UhfL 1 

NxK^bi-hy7A7K^(52. 8ml)^Px., 9H#^15^?&t-T«#Uh 0 
^/K300ml) N tK (300ml) ^Px.-C^iebf'^^ 7KS Srgfcgfcj^vK 200ml) "C2 
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%*sWf}Vl3 : yJ>>>?Xi^W : y~74— (Fuji Silysia NH^mWil^^'.^Wt^. 

fto 

ESI — MS(m/z) :264[M-H]~. 
[0299] m&M 113) N-(4-{f2-(T^ SU/ViS-tV) fcf U dM 1 ~ 2 . 

3 - i^ZZk±HZ^EZk) ~ N ! - (4 - ^/V^-p^ ji^/V) ^£g2!Sd ^ -1.1- it* 

i/Vy? 7VK(1. 12 g )^h7tKn^^(llml)^^^fc#,7K^^T 
, N-^/WE-/V^y^(l. 21ml)^MTL15^W#Uc: 0 JfcWC, l^ta^^ 
^7V(0. 803ml) 35^#b/t 0 *§j£3rg*U i^tl^S^^^ 

T*#»U ^JET3£8IUS:„ ioaSf-4- (4-T57-2, 3-^7Mn7xAv' 
)fc°y> ? ^-2-^/V^VT5K^4- (6-T57-2, 3 - ^Ao^n^/^) fcW 
V-2- #/>s^>T^K<£>M-£*$J (532mg) hfrYy^ ( 1 2ml) ^MzMM 

£i§rfc^ tifHMT, gfi[ctN-^f/^*yy(i. 2iml)SrffiTU 

•^28B#ra20#*#Ufco S^^lNTK^^hy^^TK^dOml) *Mx.tzM, 
* (20ml) „ mfc^K- (100ml) ^P^ffibfCo #HWB3r* (100ml) % IMfP^ 
7K(50ml)-CJHI^:^L7cm, MTX^^-hy^A-e^MLrto «EETi8#feH^L 
, #^fcaS^>y^y/V^7^P^h^7^— (Fuji Silysia NH. |£tij?$;^ 
T^rftgfcn^vl^ 1 : 1~1 : 2~@^^/V) fcJtfflfrJJftUfco § tfJ^W^ffi 
T«*tU aS^EWS^iia^ |gfE^^(294. 7mg)^M@#:fc 

1H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 63-1. 82 (4H, m), 5. 53-5 

3 

. 56(2H, m), 7. 03-7. 08(3H, m) , 7. 46-7. 49(2H, m) , 7. 66(1H, d, J 
= 2. 8Hz), 7. 80-7. 88(1H, m) , 8. 03-8. 08(1H, m) , 8. 46 (1H, d, J = 
5. 2Hz), 8. 48(1H, brs) , 9. 78-9. 81 (1H, m) . 
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ESI-MS(m/z) :493[M + Na] 
[0300] m&MU4) N-(4-r(2-T$/^';> ? ^-4-^/V)^-^l-2. 3=^22k£B 

N- (4- {[2- (T^7^/V^—7l^)fc°IJv ? ^-4-^'/V]^-^}-2 ) 3— S^/l^n 
^^/k) -n' - {A-7}VJrTr7^;V)*y?xi-7xi/<^'-\, l-^/V^v^T^K 
(295mg)^N, N-^^/MM^T5K(4ml)^#?£-a:, tK(0. 0563ml), [tT^ 
(HJ7/I^i37t^)3- K]^<>"^(536mg) % t°U^(0. 303ml) Sr^i&ttlT 
]l|«*Px.'C25B#F^10^#Lfc o lN^^^hy i >A7K^(9ml)^Px./cm, 
g»^/K30ml) £*(10ml)^n£#KLfc<> WttSJISr* (30ml) -C2HK 

W&J^^JxirxrvW 3 ??^ (Fuji Silysia NH, ^m^^T 0 ^:!^^-/^ 
= l:3)lcij;«9»MU I W^M^ffiTilt5'i:ia^ ^fE{b^(168. 4 
mg, 61%)Sr^fe@^LT#7t„ 

1H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 67-1. 80 (4H, m), 3. 74 (2H 

3 

, m), 4. 54(2H, brs), 5. 96(1H, d, J = 2. 4Hz), 6. 28 (1H, dd, J = 2. 4, 5. 
6Hz), 6. 92-7. 02(1H, m) , 7. 02-7. 10(2H, m) , 7. 45-7. 50(1H, m) 
, 7. 96 (1H, d, J = 5. 6Hz), 8. 42 (1H, brs), 9. 75 (1H, brs). 
ESI-MS(m/z) :443[M + H] + . 
[0301] (MMtlMGll N— f4— (l2-r(Azetidin-l— vlcarbonvl) amino] pvridin-4 — 
vlloxv) — 2 — f luorophenvll — N' — (4 — fluorophenvl) cyclopropane— 1. 1 — 
dicarboxamide 

iifffl^T, N- {4- [(2-T5yfc°y^-4-^/V)^-=3ri/] -2-7;Ptn7x 
^/V}-N' - (4-7/V^-n7^/V)^n^°n/^-l, 1-^M^>7^'(1. 
5g)^h7fcKn^7^(15ml)^^$-^:^ ^ifi-ehy^^vW^(0. 987ml) 
, ^p^t7i^(o. 978mD«rJ!ifc»TU 30^5gif#L7i o SJ^^t-g^^ 

^/VtM^T^K(7. 5ml)«^ 0 hy^/VT^>-(4. 92ml)Jff^ 
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mmfcmi'Vvv&Tk.mmx^mistio ^mm^(3m),muik^x)m^kmw- 

Z.tK£<9, mmfc&ma. 29g, 72%)££&^£LT#fc 0 

'H-NMR Spectrum(CDCl ) 8 (ppm) :1. 60-1. 80(4H, m) , 2. 31(2H, 

3 

m), 4. 11(4H, m), 6. 60(1H, dd, J = 2. 4, 5. 6Hz) , 6. 91-7. 52(7H, m) 
, 7. 74(1H, d, J = 2. 4Hz), 8. 01 (1H, d, J = 5. 6Hz) , 8. 24(1H, m) , 8. 96 
(1H, brs), 9. 12 (1H, brs) . 
ESI-MS(m/z) :530[M + Na] + . 
[0302] (^feffil62) N- (4-Fluorophenvl) -N' - f2-fluoro-4- ( 1 2 - [ (pvrrolid 
in — 1 — vlcarbonvl) aminol pvridin — 4 — vl I oxv) phenvll cyclopropane — 1 . 1 
— dicarboxamide 

[4- (3-^/v^-n— 4- { [1- {A-'7;virxi'7^)Vlo;v/^4^)-y^ri-fxi/^ 

^;^-;V]7^}7xy^^)t 0 yi;y-2-^] -N- 

/W^y? T-yY ~7^^7V ^^/V3fi.^M^(l50mg)(DN ) N — v^^fvV/jvV-k 
T^K(1. 5ml)^t-t: o tiy^(0. 100ml) &mmzXtiQx.X, — Bfe^Ut, EL 

mmmm^^tT^xm^t'o mMm*mvmm*m^yvvj**.mm, %m 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 60-1. 80 (4H, m), 1. 90 — 2. 0 

3 

4(4H, m), 3. 44-3. 60(4H, m), 6. 63(1H, dd, J = 2. 4, 5. 6Hz), 6. 90- 
7. 55(7H, m), 7. 88(1H, m) , 8. 00(1H, d, J = 5. 6Hz), 8. 28(1H, m) , 9 
. 00-9. 10(2H, m). 
ESI - MS (m/z) : 544 [M + Na] + . 
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[0303] (gfe6fcflt|63) N— f2 — Fluoro— 4— (f 2— f (morpholin— 4— vlcarbonvl) amin 
olpyridin— 4— vl I oxv) phenyl 1 — N ? — (4 — fluorophenvl) cyclopropane— 1. 
1 — dicarboxamide 

[4- A— {[1— (4— 7;V3rv7^^/VX);Vs^^/V)is?v7°n/<Z/ 

%/V7$^./V]T^/}7^y3ci/)t 0 V^-2-4/V] -N- 

T^K(1. 5ml)^^/^y^(0. 100ml) ^M^-C*PX.T, —Sfeft#Lfc 0 S 
'H-NMR Spectrum(CDCl ) 5 (ppm) :1. 60-1. 80(4H, m) , 3. 60-3. 8 

3 

0(8H, m), 6. 78(1H, dd, J = 2. 4, 5. 6Hz), 6. 90-7. 55(7H, m) , 7. 91( 
1H, d, J = 5. 6Hz), 8. 06(1H, m) , 8. 40(1H, m) , 8. 51(1H, brs) , 9. 70( 
1H, brs) . 

ESI-MS(m/z) :560[M + Na] + . 
[0304] ( ^frfeffil64 ) N - 1 2 - Fluoro — 4— l"(2— fl"(l — methvlpiperazin - 4 - vl) car 
bonvll amino jpvridin — 4— vl) oxv] phenyl! — N' — (4 — fluorophenvl) cyclop 
ropane — 1 . 1 — dicarboxamide 

[4- 4— {[1— (4—7/V^rxi7^^.;Vjj;Vs^s(;V)i/?xizfxi/<l/ 

^7/v^/v]T^y}^^y^» t°y> ? ^-2--f/v] - N- t7^y*iyjj/v>7$~/i')% 
/w**rr? Tv-K 7^.— ;v ^^/vftff^^ (200mg) (DN, N-^f;v*^A 
T5K(2. 0ml)^fcl-^/Mf-<7vV(0. 170ml) ^mUKXMx.X, — gfcj* 

o nhthfcmM:^V%^/V%7J*?v^Y?77^—(¥u]i Silysia NH, 
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o ^&«ffi**fU ^f&ffc£^»(27. 0mg)^6& 

'H-NMR Spectrum(CDCl ) 8 (ppm) :1. 60-1. 80(4H, m) , 2. 65(3H, 

3 

brs), 2. 80-3. 00(4H, m) , 3. 80-4. 00(4H, m) , 6. 65(1H, m) , 6. 90- 
7. 55(7H, m), 7. 68(1H, m) , 8. 00(1H, m) , 8. 29(lH, m) , 8. 79(1H, b 
rs), 9. 35 (1H, brs). 
ESI-MS(m/z) :573[M + Na] + . 
[0305] (^WM65) N— f4— (12- r(Azetidin-l-vlcarbonvl)aminolDvridin-4 — 
vlloxv) — 3 — fluorophenvl 1 — N' — (4 — fluorophenvl) cyclopropane— 1. 1 — 
dicarboxamide 

[4- (2-^/V^-n— 4- { [1- (A-7tV^xi7^^;V%>Vs^4;V)*s>7xi-7xis^ 
•fy/VvS^/V^T^J}?^;^) fc°yvV-2-^7v] -N- (^/^v^/Vtf^/V);*; 
;Vs^y? Tv'K rc^/V(80mg)(DN ) N-^f ;v*;W^K(l. 0 

ml)^^^hy^/VT^^(0. 130ml), Tif^v 5 ^ ^^^(60mg) ^ta^T^P 

m-rz^tKxv, mm^m(4i. 7m g , 69%)&&&m^ti,xmc 0 

'H-NMR Spectrum(CDCl ) 8 (ppm) :1. 60-1. 80(4H, m) , 2. 30(2H, 

3 

m), 4. 10 (4H, m), 6. 63 (1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 50 (7H, m) 
, 7. 67(1H, m), 7. 70(1H, dd, J = 2. 4, 12. 0Hz) , 8. 01 (1H, d, J = 5. 6Hz 
), 8. 60 (1H, brs), 9. 64 (1H, brs). 
ESI-MS(m/z) :530[M + Na] + . 
[0306] mWM66) N- (4 -Fluorophenvl) -N' - f3-fluoro-4- ( { 2 - f (pyrrolid 
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in — 1 — vlcarbonvl) aminol pvridin — 4 — vl I oxv) phenvll cyclopropane —1.1 
— dicarboxamide 

[4- 4- { [1- {4-~7/V7fxi~7^.~/Vj]/V/^4?V)i/?xi-?xi/<l/ 

•fy;V^^;V]T^/}y^/^)^]}-J>-2-4;V'] -N- {7^^y^s;V^^;V)^j 
SW*$y? T->K y^-^7V rc^/V(80mg)(DN, N-^^/V^/VAT^KCl. 0 
ml)^^fc°ny^(0. 050ml) ?r^M^T^Px.T, 3B#Rg«#Uh 0 SJ^^gg 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 60-1. 80 (4H, m), 1. 86-2. 0 

3 

4(4H, m), 3. 40-3. 52(4H, m) , 6. 63(1H, dd, J = 2. 4, 5. 6Hz), 7. 00- 
7. 50(7H, m), 7. 65-7. 75(2H, m) , 8. 01 (1H, d, J = 5. 6Hz), 8. 68(1H 
, brs), 9. 62 (1H, brs) . 
ESI - MS (m/z) : 544 [M + Na] + . 
[0307] (^HfcflH67) N-f3-Fluoro-4- (f2 - [ (morpholin- 4 -vlcarbonvl) amin 
olpvridin — 4— vll oxv) phenvll — N* — (4 — fluorophenvl) — cyclopropane — 
1. 1 —dicarboxamide 

[4- (2-7;V^ru— 4-{[l- (4-7/V^rxi'7^.^/Vjj;V/<^/V)i/7u7°n/<y 
^7Vt^=-;V'\T^/}^^/^)\i 0 ])^-2-4M -N- (7x.;3rf%;Vi$^;V) -ft 
/W^y? Tv-K 7^-^ /V x^T/V(80mg)©N, N-^f ;V*;VA7?K(1. 0 
ml)SSR^/V'*y^(0. 055ml) Sr^iaiCT^n^T, — ife»#bfc„ ^S^Sr^Bfe 
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'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 60-1. 80(4H, m) , 3. 44-3. 5 

3 

4(4H, m), 3. 66-3. 76(4H, m), 6. 58(1H, dd, J = 2. 4, 5. 6Hz), 7. 00- 
7. 50(7H, m), 7. 58(1H, m) , 7. 69(1H, m), 8. 03(lH, d, J = 5. 6Hz), 8 
. 51 (1H, brs), 9. 64 (1H, brs) . 
ESI-MS(m/z) :560[M + Na] + . 
[0308] N- (4-Fluorophenvl) — N' - [4— (12- [ (morpholin-4-vlc 

arbonvl) aminol pvridin — 4 — vl I oxv) phenvll cyclopropane — 1 . 1 — dicarbox 
amide 

*t;V7t>)^-4-lJ;V7$^yyy? T*/Y [4- (4-T57^/^» fc°UvV-2- 
-Y/V]T5K (121mg) tl - (4-7>V^xr7^z=.;Vi3;V/^4;V) -y^n^n/^yij ;V 
f^/^M T-yY (92. Omg) £N, N - ^f/V*/^75K (4ml) \zMM^KMl 
, iifBlT^ m.U^MV^n\i;V^;VTVy{0. 358ml) , HBTU(0-^y 
y>yTy^7V-l--Y/V-N, N, N', N' -7^h^^/V«7n^i7^ ^3r-y-7 ;v3m 

^^m— h ; 2i3m g ) %Mx.x4mm i mw\^fz-o ECfomz.mm^/^ (50mD tma 
mm*m~rhvvj>.*mm (20ml) ^nx/c^sau^ nbtittmm&mumwi* 
m^-w j^Tkmrn (30mi), mn-k&fo oomi) ~?m$uz&. MTkmmti-hvvj* 

m^mmVtcM . mm (131. 9mg) ^tert - ^/V^/Vx.— T/V (4ml) b^y°? 

>(4mi)^u\iK.xm^mm^fc 0 mft&z>&Lit&, m^ts^tia^ 

M^K107. lmg, 55. l%)Z&n&m^tVXmtc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 44-2. 04(4H, m) , 3. 53(4H, 

3 

m), 3. 72(4H, m) , 6. 63(1H, m) , 7. 00-7. 15(5H, m) , 7. 40-7. 53(2 
H, m), 7. 53-7. 62(3H, m) , 7. 99(1H, m) , 8. 94(1H, brs), 9. 07(1H, 
brs) . 

ESI-MS(m/z) :542[M + Na] + . 
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[0309] (gfelfeflt|69) N- (4-Fluorophenvl) — N' - f4- ((2- [ (pvrrolidin- 1 — vlca 
rbonvl) aminol pvridin — 4 — vl) oxv) phenvll cyclopropane — 1 . 1 — dicarboxa 
mide 

tfnys^— 1— ^/l^^-S^ys^ TVK [4- (4-T^y^y^r^)t°<Jv ? ^-2-^' 
/v]T^K ( 1 1 2m g ) £ 1 - (4 - y/v^rny^^v^/v^^/v) ^ny°n^^j;v^. 

TS/K (87. 4mg)^N, N-v ? ^/V*/^T^K(4ml) (^^-fr^, 
SiffflMTs ^a-ei/^y^ntVV^/kT^^CO. 341ml), HBTU(203mg) 
^Px.-C3B#^a#Lfc 0 B0S^-B»^/K50ml) ^fn^Bfek#^y*.M< 
jgflg (20ml) SrflPfcTaSUfco #fetbfe#fi^Sr<&^ifoK*^-hy^A*^ (3 
0ml), IMfP^TK (30ml) -e^b^#, &*ffigH-hy*^««Ufco 

gft^^/k= i : 7~m&^sv) KxymmLfto n mmm^m±Mm\^tzM, mm 

(133. Omg) \Z.tert-y^;V^;V^-~ ^/V(4ml) ^^7°^>-(4ml)^Px.T@#: 

^»^r7t 0 @#:^5ibfcm.ii^Mi-^i!^J:«9^ffi>fb^(lll. lmg, 

62. o%)&mm&BMtL,xm>tio 

'H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 78-1. 84 (4H, m), 1. 95 (4H, 

3 

m), 3. 47 (4H, m) , 6. 63(1H, m) , 6. 95-7. 10(5H, m) , 7. 40-7. 53(2 
H, m), 7. 57 (2H, m) , 7. 66 (1H, brs) , 7. 98 (1H, m) , 8. 98 (1H, brs) , 9. 
11 (1H, brs). 

ESI — MS(m/z) :526[M + Na] + . 
[0310] (^WM70) N — f4— (12 — fCAzetidin— 1— vlcarbonvl) amino] pvridin — 4 — 
vlloxv) phenvll — N' — (4 — fluorophenvl) cyclopropane — 1. 1 — dicarboxam 
ide 

7H^-i?>—l—%/V&*i/})'2r? Tv'K [4-(4-T^y^ydr^)t°yv ; >--2- 
-f/v] (108mg) tl- (4-7;Vtn7i^;W^^;V) ^Wy°ns<z/Jj;v 
aj?dfvyy^ T^K (93. lmg) N- v ? ^/V^/^T^K(4ml) 
, ^l{f#HM~r\ ^ia-C^y^nlf/V^/WT^^CO. 363mlh HBTU(216mg) 
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mm (20mD ^nttmfc, mhfit^mm^m^mm^m^h^^imm (3 

Oml), ISfP^7K(30ml)-e^bfc#, mfcffl^WtrJrttfflMto 

(106. 2mg) fctert— :^/k?*^VVcn— -7VV(4ml) ^^^(4ml)SrJlI^.T@fr 

;^?l/:mk^SV= 1 : 7-g^^/V) ^J^SfitiSlUbo g &^H5>£rMJ£3ft 
IfbfcfL ^ffifctert-^/l^/l^— 7VK4ml) 7°^^(2ml)^Px.-C@#: 

M^^>$c£l^b^ LC-MS^J^MS^TofCo TFA, Tirh^hy/V, Tk^tp 
^Sr^ffiSUSib^, aS^tM?P^^*^hy'7^^(50ml) ^Px.Tii 

mm&mmmmTkm-rhv vj»*mm (somi) , mm-k^* (somi) -ejn^^Lfc 

i-§r^^i«9^Mft^(16. 3mg, 8. 79%)£fife^i:bT#fCo 
X H-NMR Spectrum(CDCl ) 5 (ppm) :1. 30-1. 80(4H, m) , 2. 30(2H, 

3 

m), 4. 12(4H, m), 6. 62(1H, m) , 6. 95-7. 14(5H, m) , 7. 48(2H, m) , 
7. 59 (2H, m), 7. 73 (1H, brs) , 7. 96 (1H, m) , 8. 98 (1H, brs) , 9. 07 (1H 
, brs) . 

ESI - MS (m/z) : 5 1 2 [M + Na] + . 
[0311] ( 71) N - (4 - Fluorophenvl) - N ' - i 2 - f luoro - 4 - [ ( 2 - i [ (4 - pip 
erazin — 1 — vlpiperidin — 1 — vl) carbonvll amino I pvridin — 4 — vl) oxvl phenv 
1} cyclopropane — 1 . 1 — dicarboxamide 

[4- (3-^/V^-n-4-{[l- (4-^/V^-n^rf7V^7/w^/r/V)->'^n^ 0 tiy^ 

^7/v^-/v]r^y}^^y^v/) fc 0 y>^-2-^7Kl -N- (7xy^^;^^^)^7 

/W**s^ Tv^K 7V ^^/KDfe#:(300mg)(DN, N-^fM/V^T 
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5K(4. 5ml) l^i^ 'O*?/}' 4-(t°^U> ? ^-4-^/V)t 0 ^7v ? ^-l-^/^ 
M684mg), MJ3^vKT^(0. 629ml) ^JP;!, ^&T?20. 5B#^Jl#b 

^-hy^-e^;Mbfc 0 mm&m^u &M&toWbtLX'<i<&A' 4-{i - [4- ( 

3 - :7/l^n - 4 - {[ 1 - (4 - ^/k^-a^ j^/V;2//W^^7V) v^n^n^^/V/K 

h<Dffi.#:(501mg)£#fc o ^fuSr^*/— 7V(10ml) , N 
, N-i^^/l^/WvT5:K(5. OmD^ftf^Tio ::i:i,4-^PA5rti;iy(o 
. 633ml), 10%^N7v ? '>^*(144m g )^Px.. 65^1. 50#Rg}f#Uc:o ^ 

•vh^97>r— (Fuji Silysia NH, j§mf /l/~^xf;V : ^/-;V= 
10:l~5:l)-e|fMbfc o @WW^IlUaS(56. 3mg)^#fc 0 ^aS 

^LC-MS-t?»Mbrt 0 @ W^Pi^SrSI^, '^^^/^f&fp^gl**^ 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 48 (2H, m), 1. 66-1. 75 (4H, 

3 

m), 1. 85(2H, m), 2. 47-3. 16(12H, m) , 4. 13(2H, m) , 6. 56(lH, m) 
, 6. 91 (2H, m), 7. 04 (2H, m) , 7. 40 (1H, m) , 7. 50 (2H, dd, J=4. 8, 8. 
8Hz), 7. 60(1H, s), 8. 06(1H, d, J = 5. 6Hz), 8. 19(1H, m) , 8. 98(1H, 
s), 9. 16(1H, s). 
ESI-MS(m/z) :620[M + H] + . 
[0312] ( mifcM 72) N - ( 2 - Fluoro - 4- f(2-(f(3 - hvdroxvazetidin - 1 - vl) car 
bonvll amino Ipvridin — 4— vl) oxvlphenvll — N' — (4 — fluorophenvl) cyclop 
ropane — 1 . 1 — dicarboxamide 

'MmnmM.T. n- {4- [(2-T$yt°y> ? ^-4--r7V)^-^] -2-y;v^-ny^. 
=■ /W-N' - {4-7;vJrn7^7V)^W-7vi/^-i, i-v ? ^77V/K^T^K(25 
0mg)^h^t:Kn79^(6. 0ml) ^^$-^:7>^, ^UXhV^/^T^iO. 247 
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mi)^nn^7x^(o. i63mi) «riig#c$»Tu u&fsm&ut, Rmm&mm 

^/V/jvK^T^K(6. 0ml)fc$g$?£iirfc o r.©j^&3— ^Kn^T*^^ 
*£(259mgK MJ^/KT^(0. 822ml) (DM&tfoKMx., m^lA. 25B#^^t 

Sr>y^y/^9^ti^h^97>f— (FUJI Silysia NH^til^;^^:SSI 
^^•/V=l :2~g^^^-/V~g^^^-/V:^/— /V = 30: 1 — 10: l)-C|fMb7t 0 

^(198mg)Sr#7^o m^2-^n^V— /V(2ml) ^^$^rfc 0 ^4&££5tU 

2- :/WV— /vciJfcj^Ut, £*u£riiMI£ifcU (178mg)Sr#fe„ 
n?r2-^ 0 n/^y— /V(2ml) fc!B»$1t^fco i^5|(L, 2-:7 p nyV— /V-?i5fc*t^ 
,I^KiU fife*&^bT^|B^^(144. 2mg,46. 7%)£r#fc 0 
'H-NMR Spectrum(CDCl ) 6 (ppm) :1. 64-1. 76(4H, m) , 2. 27(1H, 

3 

m), 3. 92 (2H, dd, J = 4. 2, 9. 8Hz), 4. 28 (2H, dd, J = 6. 6, 9. 8Hz), 4. 6 
9(1H, m), 6. 57(1H, dd, J = 2. 0, 5. 6Hz), 6. 79(1H, s) , 6. 91 (2H, m) , 

7. 04 (2H, m), 7. 50 (2H, dd, J = 4. 8, 9. 2Hz) , 7. 64 (1H, d, J = 2. 0Hz) , 

8. 06(1H, d, J = 5. 6Hz), 8. 19(1H, m) , 8. 82(1H, s) , 9. 26 (1H, s) . 
ESI-MS(m/z) :524[M + H] + , 546[M + Na] + . 

[0313] N-f4- (f2-f(l. 3' -Biazetidin-l' -vlcarbonvDaminolpv 

ridin — 4— vlloxv) — 2 — f luorophenvll — N' — (4 — fluorophenvl) cvclopropa 
ne — 1 . 1 — dicarboxamide 

3- (Tif^^-l-^/V)Ti£^-vV ZLiMMM (lllmg) (ON, N-vWvV^/V 
AT5K(1. 5ml)^W^hy^/vr^(0. 167ml) SrJnfc, ^^15^^^ 
bfc 0 rr^[4- (3 - - 4 - {[ 1 - (4 - 7;Vtn7x^;^;W^^/V) 
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fc@#:(31. 5mg)i^xf;vx- T/P (2ml) &M?LXmM&1tfc 0 i*L&£EtU 
mg) 3r#fc 

X H-NMR Spectrum (CDCl ) 8 (ppm) :1. 65-1. 75 (4H, m) , 2. 17(2H, 

3 

m), 3. 33 (4H, m) , 3. 48 (1H, m) , 3. 88 (2H, m), 4. 06 (2H, m) , 6. 58(1 
H, m), 6. 92 (2H, m) , 7. 04 (2H, m) , 7. 11 (1H, m) , 7. 51 (2H, dd, J=4. 
8, 9. 2Hz), 7. 66 (1H, s) , 8. 05(1H, d, J = 6. OHz), 8. 22(1H, m) , 8. 84 ( 
1H, s), 9. 22 (1H, s). 
ESI-MS(m/z) :585[M + Na] + . 
[0314] (^fcffil75) N- (2-Fluoro-4-(f2- (f f3 - (hvdroxvmethvl) azetidin- 1 
— vllcarbonvli amino) pvridin— 4— vlloxv I phenyl) — N ? — (4 — fluorophenv 
1) cyclopropane —1.1— dicarboxamide 

S^#fflMT, N- {4- [(2-T5yt°y> ? ^-4 — f/^^v-] -2-77V^-n^ 
^/W-N' - (4-^/V^-n^^/k)^t2^nyN^-l, l-S?;&/l^f~>T5K(75 
mg)^7 i h7tKn^7^(l. 8ml)izmM^fcm.^UXhV^^T^(0. 074m 
1)^pp^7x=;HO. 0488ml) £JI[I«TU lH#R91i#Uc: 0 mfeWi&tim 

^/V/jvKAT5K(l. 8ml) tejg$?$*fco iO^RSr, 3- (tKn^f^)T^f 
v 5 ^ hy^7V^-n@^^i^<Dft#:(209. 8mg, 0. 671mmotfg^h HJa^vKT^W 

o. 658mi) ©^idnt, mmx-i2mmmwvti 0 R^m^mm^^t^ 
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— ; $m.^A'~time£&/\> : = 50 : 1~20 : 1~10 : 1) -e»$UL 

^KiLv &^^LT^fE^#K22. Omg, 23. l%)£#fc 0 

'H-NMR Spectrum(CDCl ) 6 (ppm) :1. 64-1. 75(4H, m) , 2. 82(1H, 

3 

m), 3. 80 (2H, d, J = 6. 0Hz) , 3. 85 (2H, dd, J = 5. 6, 8. 0Hz) , 4. 11 (2H, 
m), 6. 57(1H, dd, J = 2. 4, 6. 0Hz) , 6. 89-7. 00(2H, m) , 7. 03(2H, m) 
, 7. 12(1H, m), 7. 47-7. 52(2H, m) , 7. 65(1H, d, J = 2. 4Hz), 8. 04(1 
H, d, J = 6. 0Hz), 8. 17(1H, m) , 8. 91 (1H, s) , 9. 27(1H, s) . 
ESI-MS(m/z) :560[M + Na] + . 
[0315] (3iWM76) N— (4— f T2— (f T3— (Dimethvlamino) azetidin- 1 —vll carbon 
vll amino) pvridin — 4— vlloxvl — 2 — fluorophenvl) — N' — (4 — fluorophenvl 
) cvclonronane — 1 . 1 — dicarboxamide 

SifBIT^ n- {4- [(2-T$yt°y> ? ^-4--r7V)^-^] -2-y;v^rny^ 

- {4--7lVJrvi~7^~;V)i/?xi-fv/^-l, l-^/WaJ?^r->T5K(10 
0mg)^h^tKn^^^(2. 4ml) fc$g$?&iirfc^ ^m?hy^^vVT^(0. 098 
7ml).^nn^^^/K0. 0651ml) SrJEifcWTU 10#^^t#bf' o £CJ&?££rB£ 

^/V^/Vi»T5K(2. 4ml)^^$^:7to -(D^^, 3-(^fW/)7ff 
2hy^/V^-n^^^C0a#:(592m g , 0. 944mmoltS^h hy^/VT^CO 

. 658ml) ©ja^K»ic*p^ ^a-ci2n#r^m#bfc 0 ^^^Sk^/VtaM^ 

FUJI Silysia NH, ^|±l?R;@^^^/V= 1 : 2~@^^^/V~@^^^/V : ^y 
— /V=30:l)-eH3Kbfeo @^W^m«b/Co#^fcM(71. 3mg)[^x 

•Vm&Uto ^h^MfSMMU &&ffi3ZtVXm^k&V0(52. 4mg,40. 3%)£ 
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'H-NMR Spectrum(CDCl ) 5 (ppm) :1. 64-1. 76(4H, m) , 2. 18(6H, 

3 

s), 3. 13 (1H, m), 3. 90 (2H, m), 4. 04 (2H, m) , 6. 56 (1H, m) , 6. 86(1 
H, brs), 6. 91 (2H, m) , 7. 04(2H, m) , 7. 49-7. 52(2H, dd, J = 4. 8, 8. 8 
Hz), 7. 65 (1H, d, J = 2. OHz) , 8. 05(lH, d, J = 5. 6Hz), 8. 20(1H, m) , 8 
. 81(1H, s), 9. 26(1H, s). 
ESI-MS(m/z) :573[M + Na] + . 
[0316] (MMMZIl N-f4- (l2-r((3-r(Dimethvlamino)methvllazetidin-l- 
vllcarbonvDaminolpvridin — 4— vlloxv) — 2 — f luorophenvll — N' — (4 — flu 
orophenvl) cyclopropane — 1 . 1 — dicarboxamide 

ii#B^T, N- {4- [(2-T57t 0 Uv ? ^-4--l'/V)^-dr^] -2-7^*ia7x 
^/V}-N' - (4-^/V^-n^oi^/V)i/^n^n/^-l, 1-^W^>7^K(10 
0mg)^h7tKn^9^(2. 4ml) ^at?MJ^/VT$^(0. 098 

7ml)^nn^7x^(0. 0651ml) £Jlfi«TU lH#^Jt#bfc 0 SlS?RSrft 

*xf«^Eifc, ^S^iN^^b-7-hy7AxK^, ta^p^^K-e 
^/w*/vat^K(2. 4ml) \z.ffl&£-&tco io^, 3-(^y^vvT5:/y^vv) 

TWv^ 2MJ7/V^~ng^^^<Dft#:(469m g , 0. 826mmotfi^K MJ^/KT 

5^(0. 658mi) <Dm&bKtia%., mwf?i7. mmmw\^fc 0 %n&m&mwt^^ 

77^ — (FUJI Silysia NH, IffiS;^y:^xf /V=l:2~^ixf 
^^/V:^/-/V = 30:l~10:l)7?|*Mbfc o g ^W^^Uho #£> 
4x^SE(77. 9mg) fc-^^yVcn— y- ; \,^-?$^= 1 : 2^Px.T@#:^^$* 

/Co mfo&^u ^zi/x^wfrut-o ^.n&mn&mu &&BMtL-xmmfc 

1^5 (70. 9mg, 53. 2%)£#/C 0 

'H-NMR Spectrum(CDCl ) 5 (ppm) :1. 64-1. 75(4H, m) , 2. 22(6H, 

3 

s), 2. 53(2H, d, J = 7. 2Hz), 2. 80(1H, m) , 3. 71 (2H, m) , 4. 13 (2H, m) 
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, 6. 56 (1H, m), 6. 79 (1H, s), 6. 91 (2H, m) , 7. 03 (2H, m) , 7. 50 (2H, d 
d,J=4. 8, 9. 2Hz), 7. 65(1H, m), 8. 06(1H, d,J = 5. 6Hz), 8. 20(1H, 
m), 8. 82(1H, s), 9. 25 (1H, s) . 
ESI-MS(m/z) :565[M + H] + . 
[0317] ( MMfflZ&l N - 1 2 - Fluoro — 4— l"(2— fl"(3- methoxvazetidin - 1 - vl) car 
bonvll amino jpyridin — 4— vl) oxvl phenyl} — N* — (4 — fluorophenvl) cyclop 
ropane — 1 . 1 — dicarboxamide 

^f#ffl^T^ N- {4- [(2-T5yt°y> ? ^-4-^/V)^-^>] -2-^7V^-n^ 
=■ /W— N' - (4-^/V^-n^m^/V) v-^n^a^-l, l-v ; ^;/V^^>-T5K(75 
mg)Sr^h9tKn79V(l. 8ml)^^^/tm. ^-Chy^/VT5^(0. 074m 
l)^nn^i7x^(0. 0488ml) ^)IR«TU llSWfll^Ufco KJS$S&g*Bfe 

f/V^T^Kd. 8ml) fcjg$?$1t^fc, r©^t^, hy^ 
/V^ng^^<Dfe#:(209. 8mg, 0. 671mmotfBii) , HJ^^vV-T^CO. 450ml 

^7°^:g^^^/k=l :2~@^^^/V~g^^^7k:^y— /k=50: 1~20: 1 

3£«IU fifefe v ^LT^fB^1^(46. 5mg,48. 9%)£#fc 0 

'H-NMR Spectrum (CDC1 ) 8 (ppm) :1. 64-1. 76 (4H, m) , 3. 31 (3H, 

3 

s), 3. 94(2H, m), 4. 20(3H, m), 6. 56(1H, dd, J = 2. 4, 5. 6Hz), 6. 91 ( 
3H, m), 7. 03 (2H, m) , 7. 50 (2H, m) , 7. 64 (1H, d, J = 2. 4Hz), 8. 05(1 
H, d, J = 5. 6Hz), 8. 19(1H, m) , 8. 90(1H, s) , 9. 25(1H, s) . 
ESI-MS(m/z) :560[M + Na] + . 
[0318] ( W&ffl 79) N - 1 3 - Fluoro — 4— l"(2— fl"(3 - methoxvazetidin - 1 - vl) car 
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bonvll amino Ipvridin — 4— vl) oxvlphenvll — N' — (4 — fluorophenvl) cyclop 
ropane — 1 . 1 — dicarboxamide 

tifHIT^ n- {4- [(2-T$yt°yv ? ^-4 — f/vo^v] -z--7jvnnx7x. 

— /W— N' - (4-^/V^-n^m^/v)^t2^n/^-l, 1— ^/VaJ?^->T5K(75 
mg)Sr^h9tKn79^(l. 8ml) ^^£^fc|£, ^?U^hy^vVT^(0. 074m 
l)^oo^i7x^K0. 0488ml) SrJKfciKTU lB#^^#bfc 0 SJ&ifc&B^ 

^/V/JvVAT5R(l. 8ml) ^^^7t 0 ^(Z)^^. 3 -^hdr^Tif^-^ 
/V^-ng^^^(D3g.ft:(0. 671mmotf@^h by^/KT5>"(0. 247ml) (DU^^OK 

g^^/V= 1 : 2~@1^^/V~g1^^VV:^V— /V = 50: 1) -e*tMLfc 0 @ 
I^W^aiiU'Co #^tL7^M(64. 2mg)^v ? ^/^^7V:^^^=l: 

> &fe$^LT^fa^#K54. 6mg, 57. 4%)&#fc 0 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 63-1. 73 (4H, m) , 3. 30(3H, 

3 

s), 3. 92 (2H, m), 4. 20 (3H, m) , 6. 59 (1H, dd, J = 2. 4, 5. 6Hz), 6. 86 ( 
1H, brs), 7. 04 (2H, m) , 7. 11 (1H, m) , 7. 19 (1H, m) , 7. 47 (2H, dd, J = 
4. 8, 9. 2Hz), 7. 59 (1H, d, J = 2. 4Hz) , 7. 68 (1H, dd, J = 2. 8, 8. 0Hz) , 
8. 04(1H, d, J = 5. 6Hz), 8. 62(1H, s) , 9. 53(1H, s) . 
ESI-MS(m/z) :560[M + H] + . 
[0319] (^MM80) N— (3 — Fluoro— 4— [ (2- I [ (3-hvdroxvazetidin- 1 - vl) car 
bonvll amino Ipvridin — 4— vl) oxvlphenvll — N' — (4 — fluorophenvl) cyclop 
ropane — 1 . 1 — dicarboxamide 

S*#HMT^ N- {4- [(2-T57t°yv ? ^-4 — f/V)^^] -3-7/^o7i 
— /W-N' - (4-7/k^-n^^/V)^t3^n/^-l, 1 -^^7/^^X^(25 
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0mg)^h7tKn^9^(6. 0ml) \zW#£lt1t&* mUXhV^/^T^(0. 247 
ml) ^DDdfl7x^(0. 163ml) ^jl«MTU 30^mW\^fc o BOfcWUZffi 

N, N-^^/k^/V^T^K (6. 0ml)(^i$*fc o hU^/VT^^(0. 822ml) x 

iMife(259mg) &mmz.XM7LX, — mMWUt 0 Si£ 

m&mm^^tTkxftm^fco ^mm^iN^mit^-w^mm, t&fn^ 

—;v= 95: 5-9: 1) t^^Ufco § l$^#W3:MJE**&LfCo #£>*Wha®-t 
ert-^^/M^/V^— ; T)V\^f^ = 1 : 2^Px.T@#:^Df ffi^7t 0 mfo&S 
BtU M^lfeKi-S^U;^ ^IElbl^5(173. 7mg, 56%)^fife^^bT# 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 60-1. 80 (4H, m) , 3. 96 (2H, 

3 

dd, J = 4. 0, 9. 2Hz), 4. 30 (2H, dd, J = 6. 8, 9. 2Hz), 4. 67 (1H, m), 6. 6 
6(1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 50(7H, m) , 7. 66 (1H, brs), 7. 71 
(1H, dd, J = 2. 4, 12. 0Hz), 8. 00(1H, d, J = 5. 6Hz), 8. 61 (1H, brs), 9. 
66 (1H, brs). 

ESI-MS(m/z) :546[M + Na] + . 
[0320] (jfeBfcfl?l81) N- (3-Fluoro-4-{f2- (if3- (hvdroxvmethvl) azetidin- 1 
— vll carbon vll amino) pvridin— 4— vlloxv I phenyl) — 1ST — (4 — f luorophenv 
1) cyclopropane — 1 . 1 — dicarboxamide 

^*#ffl^CT, N- {4- [(2-T5/t°yvV-4— OP)ttis] -3-7/^n7x 
~/v}-N' - (4-7;wtP7x^) ^nyn^y - 1, l-^#/V^v-T^K(29 
7mg)^h7tKn^^^(8. 0ml) t^§fi?£i3rfc^ ^fiT^y^/VT^O. 293 
ml)^nnd?^^/K0. 193ml) ^)««TU lB#lfflif #Lfc 0 £tJfci££rg^ 
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v?^ MJ7/^nftlft!£©a#:(2. 58mmotfB^) , MJ^/V-T^(2. 0ml) ©jl 

1/ : $pm^^= 1 : 2~g^^/V~g»^Vl/ : — /V = 50 : 1 ~20 : 1 ) "CifS 
ML/Co B«j4S»Pf^Sr*3lBbfeo#e>^aiiE(159. 4mg)^xf/vx-r^:^ 

I^^JIL, e-fe^^LT^fB>fb^(143. 2mg. 38. l%)£#fc 0 
X H-NMR Spectrum (CDC1 ) 6 (ppm):l. 59-1. 67(4H, m) , 2. 77(1H, 

3 

m), 3. 74(2H, d, J = 5. 6Hz), 3. 84(2H, dd, J = 5. 2, 8. 0Hz) , 4. 05(2H, 
m), 6. 70(1H, dd, J = 2. 0, 5. 6Hz), 6. 98-7. 06(4H, m) , 7. 18(1H, m) 
, 7. 46-7. 94(2H, m) , 7. 55(1H, d, J = 2. OHz) , 7. 64(1H, dd, J = 2. 4, 
8. 4Hz), 8. 06(1H, d, J = 5. 6Hz) , 9. 21 (1H, s) , 9. 65(1H, s) . 
ESI-MS(m/z) :560[M + Na] + . 
[0321] N— (2 — Fluoro— 4— f (2 - I f (4-hvdroxvpjperidin- 1 — vDcar 

bonvll amino Ipvridin — 4— vl) oxvl phenyl I — N ' — (4 — fluorophenvl) cvclop 
ropane —1.1— dicarboxamide 

N- {4- [ {2.-T^J^yy^-A-^;V)ir^y'\- c 2 l -y;virriy^^M -n' - (4 
-7;^n7i^/V) i/?n-?u/^>-l, l-^#/V^^T3:K(100mg) §r^^# 
H^T, ^h^tKn^^^dml) \z.mm&tit&^ KfcWfcM'gtWr. hy^/vr^ 
^(0. 0658ml) fc^nn^ifc7x^;l/(0. 0652ml) £r#P;t, |^i&-ClR#|fa8H$Uh„ 
KliS^SrftBft^/^ (30ml) irJBfl^gbKsfhW (20ml) -C^ELfc, 

^^L/cwas^fp^:^ oomi) -vm^ut^ m7km&trhvvj*vm.Mvit 

o ?®KSr«EEf?*Lfeo aS(-N, N-vW/MJvW>>T5K(2. 5ml)&(ni^«, 4 
-tKndr^t 0 -<y^(95. 5mg), hy^/KT5^(0. 132ml) Sr^^ 

mwist'o Rfomzmm^/i- oomi) ti&fp^^^^hy ^atk^ (20ml) & 

*Px.T^ISbf- 0 ^5ib^^jg^fP^7K(30ml)-e^b, 4ffi7K«^hy7 
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uji Silysia NYL,mtiiWi;^f r >:Wt^^/^=l:5~ffim^/l'~Wt^^ 

mum,mi-^tKxmmi[:^(ii3. 6m g , 87. 3%)^e^ 

X H-NMR Spectrum (CDC1 ) 8 (ppm):l. 35-1. 82(7H, m) , 1. 82-2. 0 

3 

0(2H, m), 3. 28 (2H, m) , 3. 76-3. 90 (2H, m) , 3. 94 (1H, m) , 6. 59(1 
H, m), 6. 93 (2H, m) , 7. 04 (2H, m) , 7. 26 (1H, m) , 7. 40-7. 60 (2H, m 
), 7. 70(1H, brs), 8. 03(1H, d, J = 6. OHz) , 8. 23(1H, m) , 9. 01(1H, br 
s), 9. 09 (1H, brs). 
ESI - MS (m/z) : 5 74 [M + Na] + . 
[0322] (^fcffil83) N- (2-Fluoro-4- ( f2— (f f4~ (hvdroxvmethvl)piperidin- 
1— vllcarbonvll amino) nvridin — 4— vlloxvl phenyl) — N' — (4 — fluoronhen 
vl) cyclopropane —1.1— dicarboxamide 

n - { 4 - [ (2 - T^y try i?z/ - 4 - ^/v) ] - 2 - ^/^p^^/W - n ' - (4 

-^/k^-n^^-zv) ^p^p/^-i, 1 -s?#/V2j^VT5K(100mg) £r£3£# 
H^T, ^h^tKn^^^dml) fc$g*MFi§rfc8K 7K^^P«#T, hy m^/KTS 
^(0. 0724ml) i:^T2T3^H7ai=/V(0. 0652ml) Sr^Pfc. ^Ifi-ei0#F^ft#L7t o 

oomi) kmtt&m&m^hv&Jx&i&m. (20ml) -emfc, 
^mb/c^ras^fp^^ (30mi) -esfc^utifc, «i*«£ife^-hy ^^ibfc 

o ?§jftSr«ffi®*Lfeo ^St-N, N-v^VV*JvVAT5K(2. 5ml)^P^lfc#, 4 

-t^yvv^y— /Kio9mg), hy^/vr^(o. i32mi)^px.. mnxit&& 
mwL.ti 0 BLffcm&ffim^/i- oomi) ^fn^^^r-y?^*^ (20ml) sr 

MZ.X '^ISbfCo ^bfc^rassriafp^^K(30mi)-egfe#HL^ M^a^-hy? 
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uji Silysia NH, f&MW;'<3'#Z>':tft8tx.'7-A'= 1 : 5~g^^^^/V~g^^rc^- 

;Vjj?J*?xi^ysf7-74— ; ^<79> : g^gfe^^= 1 : 5~@»x^/v~@^ 

Ifcn^vVr^y— /V=95:5) ICWfifSKUt, § W»H3Hcri#EE**f U Mt-ter 
t - Z?^-)V^>V^—J-;V (2ml) i!— 7°^^ (4ml) &Mz.Xmfc&mM^tl 0 

ttmjtM, mum^i-^tKxmmit^(98. i mg , 73. 5%)^afe^ 

'H-NMR Spectrum(CDCl ) 8 (ppm) :1. 40-1. 77(8H, m) , 1. 82(2H, 

3 

m), 2. 90 (2H, m) , 3. 52 (2H, m) , 4. 19 (2H, m) , 6. 59 (1H, dd, J = 2. 4, 
6. 0Hz), 6. 93 (2H, m) , 7. 04 (2H, m), 7. 26 (1H, m) , 7. 50 (2H, m) , 7. 
73 (1H, brs), 8. 02 (1H, d, J = 6. 0Hz) , 8. 23 (1H, m) , 9. 01 (1H, brs) , 9 
. 09 (1H, brs). 

ESI-MS(m/z) :588[M + Na] + . 
[0323] mffiM84) N— f 3 — Fluoro— 4— [ (2- f [ (4 -hvdroxvpiperidin- 1 -vDcar 
bonvll amino I pvridin — 4 — vl) oxvl phenyl! — N ' — (4 — fluorophenvl) cvclop 
ropane — 1 . 1 — dicarboxamide 

^f#HM~f^ N- {4- [(2-T^yt°yv ? ^-4-^)^- d r^] —3 — 7AsHrvi7^ 
^/V}-N' - (4-^7k^-n^^/V)^ti^ny^-l ) 1-^;V^7^K(15 
0mg)Sr7 i h7tKn77>'(4. 0ml) ^?g$?$iirfc^ ^fi-Chy^vVT^O. 148 
ml) , ?vv3?m7^=.Sls(0. 098ml) SrHg^C»TU 10#W8l#Ufco SJSifcfcBfc 

N, N-^f;V*/VA75K(4. OmD^^-ltrto 4-tKP^>t°^y vV(146 
— (jgm?R ; g^n^/V-g^^/V : ^^/-;V= 95 : 5) KJ&mmUto § ftlfc 
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38. Omg, 71%)^efe^^bT#rt 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 40-2. 00 (8H, m) , 3. 25 (2H, 

3 

m), 3. 80-4. 00(3H, m) , 6. 60(1H, dd, J = 2. 4, 5. 6Hz), 7. 00-7. 50 ( 
7H, m), 7. 64 (1H, brs) , 7. 71 (1H, dd, J = 2. 4, 12. OHz) , 8. 01 (1H, brs 
), 8. 53 (1H, m), 9. 65 (1H, brs). 
ESI-MS(m/z) :552[M + H] + . 
[0324] N — (3-Fluoro-4- 1 f2— (I f4- (hvdroxvmethvl)piperidin- 

1— vllcarbonvll amino) pvridin — 4— vlloxvl phenyl) — N' — (4 — fluorophen 
vl) cyclopropane — 1 . 1 — dicarboxamide 

ii#B^T, N- {4- [(2-T57t 0 Uv ? ^-4--l'/V)^-dr^] -3-7^*i37x 
N' - (4-^/V^-n^^^/V)^n^°n/^-l, 1-^;^>7^K(15 
0mg)^h7tKn^9^(4. 0ml) \Z.f$te£-&ft&. ^UXhV^/^TV^iO. 148 
ml). ^nn^lfc^^/MO. 098ml) ^)««TU 10#rajf#Ufc„ SJSScfcSis 
Mftm^^SrJn^rtJiH^bfeo *$£S£#lttU lN*gt^hy-7A*?£$u 

N, N-v ? ^/k^/V^T^K(4. 0ml)^^$iirfCo 4- t°^y ^^7-/^(163 

/■^lN^aM^y*^*?*, <&fp^toK-e««fe«fei^b, ^a^T-hy^ 
- mmm ; gi^^/v-gi^^/v : ^/- /v= 95 . 5) XV) ^ g ^ 

^WSr«ffiai«SLfe, #6^a^^tert-^/V^/^—^/V:^^^=l:2 
43. 7mg, 72%)^a^^bT#fc 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 40-2. 00 (9H, m) , 2. 89 (2H, 

3 

m), 3. 51 (2H, m), 4. 18(2H, m) , 6. 62 (1H, dd, J = 2. 4, 5. 6Hz), 7. 00 
-7. 50(7H, m), 7. 60-7. 80(2H, m) , 8. 01 (1H, d, J = 5. 6Hz) , 8. 49(1 
H, brs), 9. 69 (1H, brs). 
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ESI-MS(m/z) :566[M + H] + . 
[0325] ( mWaM86) N - (3 - Fluoro -4 - i \2 - ( i [ (3R) - 3 - hvdroxvpvrroridin - 1 
—vllcarbonvll amino) pvridin— 4— vlloxvl phenyl) — N* — (4 — fluoroohenv 
1) cyclopropane — 1 , 1 — dicarboxamide 

N - {4 - [ (2 - t°U - 4 - tf-df- ->] - 3 - 7;WtP7x^;V } - N ' - (4 
-^■/V^-a^^^/V) S^nr/ix^ - 1, l-^#/l^^>T^K(150mg) ^^t# 
HMT, rh7tKn77^(l. 5ml) 7KtK^*P«#T, hy^/v 

T^(0. 181ml) t^nn^i7x^(0. 163ml) ^Px., l*]M-ei5£fe0*#L7c 

o BLfcm&mm^/^ oomo tm^mTkm^bv v^mm (20ml) -e^sau-c 

o ^mb^aS^fP^7K(30ml)T^^L^, ^Tk^^-T-hy^^-C^L 
fc 0 mm^W&^^o aSt-N, N-W^*W^K(1. 5ml)^P^.fcm, 
(R)-(-)-3-t°nyv?y— ;V ^^^(175mg) x bV^/^TV^(0. 198ml)g- 

(20ml) ^px.T^@sbfc 0 ^m^t^mm^m^^M^ (30mD 
^y-/v=95:5) ^j;«9**Mbf' 0 n mwrnftZMfcrnmu as(i30m g ) ^t er 

t - ^;v^;v^.— i r;v ( 2ml) ( 2ml) x_X @ f*£l§i©$-1i:fc 0 @ f£ 

&*>&Ufc^ ffl^M«^^i-J: i 9^S^^(123. 6mg, 65. 0%)%U&M 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 30-2. 00(7H, m) , 3. 45-3. 8 

3 

0(4H, m), 4. 50(1H, m) , 6. 67(1H, dd, J = 2. 4, 6. 0Hz), 6. 90-7. 15(4 
H, m), 7. 20 (1H, m) , 7. 40-7. 60 (2H, m) , 7. 60-7. 80 (2H, m) , 8. 04 
(1H, d, J = 6. 0Hz), 8. 95 (1H, brs), 9. 66 (1H, brs) . 
ESI-MS(m/z) :538[M + H] + , 560[M + Na] + . 
[0326] ( mMM8 7 ) N - ( 2 - Fluoro - 4- if2-(ir(3R)-3 - hvdroxvpyrrolidin - 1 
— vllcarbonvll amino) pvridin— 4— vlloxvl phenyl) — N* — (4 — fluorophenv 
1) cyclopropane — 1 , 1 — dicarboxamide 
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N - { 4 - [ (2 - T^y fc°y - 4 - <i>V) ^-dr ->] - 2 - ^/V^n^^/V } - N ' - (4 
-7;vto7x^^) ^n7°n^y- 1, l-^#/M^>T5K(150m g ) 
H^CT, ^H^fcKtr^^U. 5ml) 7KtK^M«#T, hy^/v 

T^(0. 181ml) ^CP^t7x^;KO. 163ml) ^P^., IH?B-ei5^P^ft#Lfc 
o MJ»^gl^/K30ml) ^^fP^^zK^^-hy'7^7K^(20ml) -C^IBbT^ 

o ^^bfc^ra*^fp^^(30mi)-e^#L/i^, *S7K«fesi^hy^^-ei^L 

fc 0 JgSKSr«£Ee*bfeo aSt-N, N-v^/V*/W>>T5K(l. 5ml)SrJP^«, 
(R)-(-)-3-fc°ny>?/— ^^i^(175mg). hy^/VT^(0. 198ml) 3: 

^tk^m (20mD ^Mx.x^m^tco ftmjtrnmm&tffiu'kMTk oomi) -cam, 

^7-/^=95:5) fcJ^MSJUto @ ft4&W#«r«ffi*|»U M(150mg) fcter 
t--7<?/V*<?;V3>- *r/V (2ml) ^:7°^ (2ml) ^nx.T@f£3rS§^£-fr/c 0 
3r-5&Ut^ M^^i"^^^J:'9^a^^(141. 6mg, 74. 4%)£fi^J£ 

'H-NMR Spectrum (CDC1 ) 6 (ppm) :1. 40-2. 00(7H, m) , 3. 50-3. 7 

3 

0(4H, m), 4. 55 (1H, m) , 6. 60(1H, dd, J = 2. 4, 6. 0Hz), 6. 92 (2H, m) , 
7. 04 (2H, m), 7. 26 (1H, m) , 7. 50 (2H, m) , 7. 75 (1H, m) , 8. 03 (1H, d 
, J = 6. 0Hz), 8. 21 (1H, m), 8. 96 (1H, brs) , 9. 19 (1H, brs) . 
ESI-MS(m/z) :538[M + H] + , 560[M + Na] + . 
[0327] mmm\SS) N- (3-Fluoro-4-l f2- (f f(3S) -3-hvdroxvPvrrolidin- 1 
— vllcarbonvll amino) pvridin— 4— vlloxv I phenyl) — 1ST — (4 — f luorophenv 
1) cyclopropane — 1 . 1 — dicarboxamide 

N - { 4 - [ (2 - T5J fc°y vV - 4 - - Y/V) ^ v-] - 3 - 7/V^na7^~/V } - N ' - (4 
-y;v^rny^;v) l/?v°7nsO—l t 1 - v?#/V^v'T5K(150m g ) 
H^iT, v^fcHW^Wl. 5ml) fci§#?£-g:fc^ 7KtK^*P«#T, W^f-fV 
T^(0. 181ml) ^pp^17x^;K0. 163ml) ^JBx., |^&^155^*#Uh 
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o Rsfcm&mmx&A' oomi) tma^wt^m-rhv^Tiam^ (20ml) -?&mut 

(S) /Kl23mg)«ran*~ ^a-e3H#r^*#bfc 0 S^feg^^ 

^VW (30ml) ^fU^fiteK* *^H;^*jS?ac (20ml) Ss&nfc.T^iiUfco 

*as^^p«7K(30mi)-e»b, mTkmmrrhyvA-vmkuto mm^m^ 

;V=1: 5~g»^VV~g1^^/V:^/— /V=95 : 5) KX^W^tCo @ B^/W 
5^MJ£3ft$fU aS(158mg) Ktevt-^/V^/U^— ^/V(2ml) i:^°^^(4 
ml)^Px.T@f*^^$^fc 0 @ft:^^bfcm, MMf^-TS^^J^Jtlte 
^(146. lrag, 76. 8%)^efefe v ^bT#rt 0 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 30-2. 00(7H, m) , 3. 40-3. 8 

3 

0(4H, m), 4. 50 (1H, m) , 6. 67(1H, dd, J = 2. 4, 6. OHz), 7. 03 (2H, m) , 
7. 12(2H, m), 7. 20(1H, m) , 7. 40-7. 60(2H, m) , 7. 60-7. 80(2H, m 
), 8. 04 (1H, d, J = 6. OHz), 8. 95 (1H, brs) , 9. 66 (1H, brs) . 
ESI-MS (m/z) :560[M + Na] + . 
[0328] mffi,M89) N- (2-Fluoro-4-if2- (f f(3S) -3-hvdroxvpvrrolidin- 1 
— vllcarbonvll amino) pvridin— 4— vlloxv I phenyl) — N ? — (4 — f luorophenv 
1) cyclopropane — 1. 1 — dicarboxamide 

N- {4- [ (2-T5;yt: 0 yi^-4 — f/V) tf^ri/| -N' - (4 
-7;^P7i^/V) ^n^°ti/^^- 1, l -^/V^rv-T^K (150mg) 

T5>-(0. 181ml) i7PP^l7x^(0. 163ml) ^P^L, |im&^155mW#L7c 

o BLfom&mm^^ (30mi) tii p^^ki^y ^a^k^ (20ml) ^sabfc 

„ ^^L/cWaS^I&fP^^(30ml)T*^Lfcm, ^TjcM^hy^^ML 
fc 0 ^^M5feb7^ 0 Mt-N, N-^fWAT^Kd. 5ml)^P^.fc^, 
(S) -3-t°iny^y-/V(123mg)^P^., ^U7?3H#^«#b7c 0 S^feg^^ 

(30mi) tm^mm.^m-i-Y^^mw (20ml) ^p^l-c^ibl^o #stut 
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;V=1: 5~&f&^/V~&mx??;V'.*9;-- /U=95 : 5) K£9ffi$kVtio B WjVoM 
#£r$c£E$|ltL x ^$£(169mg) iCtert— ^^vM^y]^— 7VK2ml) t^<f^(2 

^(151. 9mg, 79. 8%)£6fe^£LT#7t 0 

X H-NMR Spectrum (CDC1 ) 5 (ppm):l. 30-2. 00(7H, m) , 3. 45-3. 8 

3 

0(4H, m), 4. 55(1H, m) , 6. 60(1H, dd, J = 2. 4, 6. OHz), 6. 92(2H, m) , 
7. 04 (2H, m), 7. 26 (1H, m) , 7. 50 (2H, m) , 7. 75 (1H, m) , 8. 03 (1H, d 
, J = 6. OHz), 8. 21 (1H, m), 8. 96 (1H, brs) , 9. 19 (1H, brs) . 
ESI-MS(m/z) :560[M + Na] + . 
[0329] C£-WM90) N— f4— (f 2— [ (Azetidin — 1 — vlcarbonvl) aminol nvridin 4 
vll oxv) — 2. 5 — dif luorophenvll — N ' — (4 — fluorophenvl) cyclopropane — 1 
. 1— dicarboxamide 

tifHtr^ N-{4-[(2-T$yt°y> ? ^-4--r/v)^iy]-2 ) s-v^/M- 
Kdoo. omg)^h^tK^^^(imi)^^^f^, o°c-ehy^/^T^^(o. 

0630ml) ^?un2mZ?xL~M0. 0624ml) SrJg&jlSiTU 30#Hjf #Lfco HJ^ 

(5mD tmamw^m^-hv^Tmm (5mD srjn^-ca^u^, * 

«lLfc„ aSESrN, N- ^f/^/W^Kd. 0ml) ^^-^/t 0 by^/VT^ 
(0. 315ml), ±&^i&(84. 6mg)^fiMtt, 16. 5B#|ig«#L 

7t 0 sjiS«cSr^ife^/Kiomi) H&5fp^ibk3(j^hy^*ssft (5mi) -cftmvtc 

/Co HffcSr^EtLfco #fe*i7c@#:^7 p ^:^^/V=l:l-e?5fe#U 60 o C"e 
40#^?U®^-r^^^^i'9, ^IB^#>(94. Omg, 79%)&&&foM£LXfflZ 

o 
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X H-NMR Spectrum (DMSO-d ) 8 (ppm) :1. 56-1. 66(4H, m) , 2. 09 

6 

-2. 16(2H, m), 3. 92-3. 95(4H, m) , 6. 63(1H, dd, J = 2. 4, 5. 6Hz), 7 
. 15-7. 20(2H, m), 7. 51 (1H, d, J = 2. 4Hz), 7. 54(1H, dd, J = 6. 8, 11 
. 2Hz), 7. 58-7. 62(2H, m) , 8. 06-8. 13(1H, m) , 8. 13(1H, d, J = 5. 6 
Hz), 9. 13(1H, s), 9. 81 (1H, d, J = 4. 4Hz) , 11. 0(1H, m) . 
ESI-MS(m/z) :526[M + H] + . 
[0330] (3iW>M91) N-12. 5-Difluoro-4-r(2-(r(3-hvdroxvazetidin-l-vl 
) carbonvll amino jpvridin— 4— vl) oxvlphenvll — N' — (4— fluorophenvl) cv 
clopropane — 1 . 1 — dicarboxamide 

Sii#ffl^CT, N-{4-[(2-T57t o yv?^-4— r/V)^-^>]-2, 5— S^/Vo** 

K(100. Omg)^b^fcKn^^^(lml)^^*fc^, 0°C^?hy^/VT5^(0. 
0630ml) ^PP^l7x^(0. 0624ml) ^I^ITL, 30^59il#Ut o 

$^g^^/v (5mi) tmammtTkm-t-yvv^mm (5mi) ^p^Tit#bfc 0 w 

$fbfc 0 at^N, N-^5M^}vi^T^K(l. 0ml) td§fi?£^fc 0 

^^^(99. Omgh hy^/VT^(0. 315ml) ^ta^T^Px.T, 22 
0#r^5^*#b^ o £CJ^£g»^,KlOml) ^tafP^^7K*^-hy7^7K^(5 

mi)-cmfco *aJB^?n«*^i«*^u to^^y^^MUt 

— (Fuji Silysia NH^m«;^^^/V~g^^^:^/— /V=10: 1)X^ 

mu nmmmft*mfcTmmir%-bic£v,mmik&m(7i. im g , 58%)^a 

'H-NMR Spectrum (DMSO-d ) 8 (ppm):l. 55-1. 68 (4H, m) , 3. 68 ( 

6 

2H, dd, J = 4. 4, 8. 4Hz), 4. 10-4. 14(2H, m), 4. 34-4. 40(1H, m) , 5 
. 60(1H, d, J = 6. 4Hz), 6. 64(1H, dd, J = 2. 4, 5. 6Hz) , 7. 15-7. 20(2H 
, m), 7. 50(1H, d, J = 2. 4Hz) , 7. 52-7. 62(3H, m) , 8. 05-8. 14(1H, 
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m), 8. 13(1H, d, J = 5. 6Hz), 9. 20(1H, s) , 9. 81 (1H, m) , 10. 99(1H, m 
). 

ESI-MS(neg. ) (m/z) : 540 [M-H]". 
[0331] N-(2. 5-Difluoro-4-{r2- (If4- (4-methvlpit3erazin-l 

— vDpiperidin— 1 — vllcarbonvll amino) pyridin — 4— vlloxvl phenyl) — N' 
— (4 — f luorophenvl) cyclopropane 1, 1 — dicarboxamide 
^m^mUT, N-{4-[(2-T^yt°U^>'-4— r/V)^-^>-]-2, 5-i^7/U^T 
n^cn^/V}-N' - (4— 7/^07^=1^) ^o^n^V—l, l-^/V^^T^ 
K(104. 0mg)^h7t:Kn^9^(lml)^^flf$^c^. O'C'CMJ^/Kr^O. 
0653ml) ^no^i7x^(0. 0646ml) 3rJli«TU 30^5911 #Ut 0 KJ£ 

m\mm^/^ (5mi) £t&fp^*m^hy^7R}« (5mi) £r#nx.TH#Lfc 0 m 

ffil,fto ^SESrN, N-^f;v*;^T^K(l. 0ml) 

-(t°-<y> ? ^-4-^/V) ^7^(172. Omg)^ta^T*P^.T, 20B#5g40# 

«#bfc 0 sjs*srftift^/KioniD tmnmm&m~rbvvj»7kmm (5mi) -e# 

Ml±a*ibf' 0 #^tL/-M^^^/K5ml) , — ^^(5ml)^Px.T@#:^ 

, ffl^i^«-i!^j:«9, ^WS^^)(89. 2mg, 59%)£&fe5|^tLT#fc 0 
X H-NMR Spectrum (DMSO-d ) 6 (ppm):l. 12-1. 32(2H, m) , 1. 55 

6 

-1. 67(4H, m), 1. 67-1. 74(2H, m) , 2. 12(3H, s), 2. 20-2. 65(7H, 
m), 2. 65-2. 80(4H, m) , 4. 05-4. 15(2H, m) , 6. 63(1H, dd, J = 2. 4, 
5. 6Hz), 7. 18(2H, m) , 7. 39(1H, d, J = 2. 4Hz), 7. 52-7. 62(3H, m) , 
8. 05-8. 15(1H, m), 8. 13(1H, d, J = 5. 6Hz), 9. 24(1H, s) , 9. 80(1H, 
m), 10. 99 (1H, m). 
ESI-MS(m/z) :652[M + H] + . 
[0332] N-T2. 5-Difluoro-4- (l2-r({3-r(dimethvlamino)meth 

vl]azetidin— 1— vllcarbonvl) amino! pyridin — 4— vlloxv) phenyl! — N' — (4 
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— f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 
SifBlT, N-{4-[(2-T$/t 0 yv^-4-/f/V);^^]-2, 

n~7^-~ /W-N' - {A--7J>Vi>rxr7zz.^;V)*y>7xi-7xi/<l/-\, l-v^/M^XT^ 
K(93. 9mg)^h^fcK^^(lml)^^*^, 0°C-ehy^/VT^(0. 0 
592ml), ^tm^g|^n^/K0. 0586ml) ^JIII^Tb, 255^}f#Uh 0 
^^^^/V(5ml)^^^^^7Km^hy^^7K^(5ml)^P^T^#b^ 0 ^ 

Lfc 0 ^ac^rN, N-^^/l^JvKAT^K(l. 0ml) [^^^c 0 3-(^p«^/VT5: 
St^/V) ^ vV 2hy^/V^-ng^^i^(363. Omg), hU^^/V-T^CO. 591ml 
)^?a^T^Px.T, 19H# r H l455>«#bfc 0 SJS*Srg^ife^/Kl0mDH&^ 
^7K^hy^^^«(5ml)^IELfc 0 W«6SSr*(10ml)-C2HI, mn&Mfo 

&2/V$ryA'3r ! ?&?why ! ?'74— (Fuji Silysia NH,^t±l?R;@^^^^/V~g^ 

WE^^(92. 3mg, 73%)^a^feLT#fc 0 

'H-NMR Spectrum (DMSO-d ) 6 (ppm):l. 55-1. 68(4H, m) , 2. 10( 

6 

6H, s), 2. 40(2H, d, J = 7. 2Hz), 2. 62-2. 73(1H, m) , 3. 54-3. 62(2H 
, m), 3. 96-4. 05(2H, m) , 6. 64(1H, dd, J = 2. 4, 5. 6Hz), 7. 15-7. 20 
(2H, m), 7. 50(1H, d, J = 2. 4Hz) , 7. 50-7. 61(3H, m) , 8. 05-8. 13(1 
H, m), 8. 13(1H, d, J = 5. 6Hz) , 9. 16(1H, s), 9. 82(1H, m) , 10. 99(1H 
, m) . 

ESI-MS(m/z) :583[M + H] + . 
[0333] (mWM94) N- (2. 5-Difluoro-4- { f2- (i fmethyKl— methvloiperidin 

— 4— vl) aminolcarbonvll amino) pvridin— 4— vlloxv I phenyl) — N' — (4 — fl 
uorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

mmnmn.T, N-{4-i(2-r^y\i o v^>-4-4M^^-2, 

n7x-;l^} -N' - (4-7;VtP7x^;W) ^n^n/-?^- 1, 1 - i?#sV7$>*-i/7$ 
K(94. Omg)^h^tHW^(lml)^^-^^, 0°C-ehy^/VT^(0. 0 
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593ml) ^TO^i7x^(0. 0587ml) ^II^ITL, 25#Hgjf#Ub 0 KJ£« 

xmms&fr (5mD tmamwt&m'i'hvv&Tkmm (5mi) ^p^-a^u^ 

Lfc 0 ^S£rN, N-^f;v*;vi»7^K(l. 0ml) f£|§$$£-frfc 0 l-^vv-4- ( 
^/VT^t^yvVCO. 123ml) Sr^a^T^D^T, 180#^35^«#b/- o KJ£ 

mzmm^si- domi) ^t&fn^g^^hy?^*^ (5mD -e#Kut 0 

^7k(iomi)-e20, f^p^ifck^R&^u ^*a^hy?^f£$IUbo 

$£^JBft$iUc: 0 #^^caS^^y^^/^7A^ci-^h^^^- (Fuji Silysia 

nh, mmm;mm^/^mm^/^:^/—/^= 10:1) -eitMu 

W^ffiTMIf-rs^-J;^ ^fElbl^5(96. 8m g . 75%)^e-fe^i:L-C# 

'H-NMR Spectrum (CDC1 ) 5 (ppm) : 1. 61-1. 83(8H, m) , 2. 03-2. 

3 

10 (2H, m), 2. 28 (3H, s) , 2. 88 (3H, s), 2. 90-2. 94 (2H, m) , 4. 10-4 
. 20(1H, m), 6. 55(1H, dd, J = 2. 4, 5. 6Hz), 6. 98-7. 08(3H, m), 7. 1 
5(1H, s), 7. 46-7. 50(2H, m) , 7. 67(1H, d, J = 2. 4Hz), 8. 08(1H, d, J 
= 5. 6Hz), 8. 29(1H, dd, J = 7. 2, 12. 0Hz) , 8. 57(1H, s) , 9. 59(1H, s) 

ESI-MS(m/z) :597[M + H] + . 
[0334] (^frfeffil95) N- 14- f (2- ( f3- (Azetidin- 1 -vlmethvl) azetidin- 1 - vie 
arbonvll amino I pvridin — 4 — vl) oxvl —2.5 — difluorophenvl I — N ' — (4 — fl 
uorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

iifffl^T, N-{4-[(2-T5/t°yv ? ^-4— l'/V)^-dr^]-2, 5~i?7/V^ 
- (4-~7/V3rTi~7^;V)^?nzfns<y>-i, l-^/V/^^>T5 
K(94. 7mg)^h7tKn^7^(2. 5ml) {Z.mM^fc^ ^"Chy^^/VT^ 
0. 100ml) ^nndrl7x-/U(0. 070ml) £JlR#:MTU 15^11f#Ut 0 fcffc 

o ^S^N, N-^f;V*/V^K(2. 5ml) ^?§^£^/i 0 hy^/VT^(0. 3 
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15ml) , 3- (T WvV- 1 -4;V^;V) T-t?^vV ~*£&l&(180mg) &mU. 

ysia NH, ^ftfelft^^/W^^i^/k:^/— /^ = 95:5) ^J^MMU^ 
^(50. Omg, 39%)^e^^L-C#fc 0 

X H-NMR Spectrum (CDC1 ) 8 (ppm) : 1. 55-1. 80(4H, m) , 2. 10(2H, 

3 

m), 2. 55-2. 70(3H, m) , 3. 10-3. 30(4H, m) , 3. 71 (2H, m) , 4. 10(2 
H, m), 6. 57(1H, dd, J = 2. 4, 5. 6Hz), 6. 78(1H, brs) , 6. 95-7. 10(3H 
, m), 7. 40-7. 55(2H, m) , 7. 62(1H, d, J = 2. 4Hz), 8. 05(1H, d, J = 5. 
6Hz), 8. 29 (1H, m), 8. 66 (1H, brs), 9. 51 (1H, brs). 
ESI-MS(m/z) :595[M + H] + . 
[0335] mffiM96) N- (2. 5-Difluoro-4- ( f2~ (I f3~ (hvdroxvmethvl) azetidi 
n— 1—vllcarbonvl I amino) pvridin— 4— vlloxvl phenyl) — N' — (4 — fluorop 
henvl) cyclopropane — 1.1— dicarboxamide 
SifffltT^ N-{4-[(2-T5yt°y> ? ^-4--('/k)^-dr^]-2, 
P7x^}-N' - (4-^/V^-n^cn^/k)i/^n^t2/N^-l, 1 -^/V^^XT^ 
K(108. 2mg)^h7t:Kn^^(2. 5ml) ^fif ^-Chy^/VT^ 
(0. 100ml). ^nndf^m^/KO. 080ml) SrMSiWKTU 15^M^#bfc„ HJ£ 

t^m&N, N-> ? ^/V^/VAT5K(2. 5ml) \Z.fgff&'&ft 0 bV^A'T^XO. 25 
6ml), 3- (tKo^f/k)7ff^y ^^i^(182mg) ^^a^T^Px.T, — tfc 

7k, ffifaimxi'emikfo&u m&mstrbvvj>ri*mkL,ito mm^mf^mm 
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#:^^U II»5^i[a^ |RfE^#)(38. lmg, 28%)^fife^^b 
'H-NMR Spectrum (CDC1 ) 8 (ppm) : 1. 50-1. 80(4H, m) , 2. 83 (1H, 

3 

m), 3. 80 (2H, d, J = 6. 0Hz) , 3. 93 (2H, m) , 4. 18 (2H, m) , 6. 57 (1H, d 
d, J = 2. 4, 5. 6Hz), 6. 95-7. 10(4H, m) , 7. 40-7. 55(2H, m) , 7. 78(1 
H, d, J = 2. 4Hz), 7. 99(1H, d, J = 5. 6Hz) , 8. 33(1H, m) , 8. 48(1H, brs 
), 9. 79 (1H, brs). 
ESI-MS(m/z) :578[M + Na] + . 
[0336] (^feffil97) N-(2. 5-Difluoro-4- [ (4- f [ (3-hvdroxvazetidin- 1 -vl 
) carbonvll amino I pvrimidin — 6 — vl) oxvl phenyl I — N ' — (4 — f luorophenvl) 
cyclopropane — 1 . 1 — dicarboxamide 

SifBlT^ N-{4-[(4-T$7t°y$v ? ^-6--r7V)^-^]-2 ) 5-^:7/1^ 

K(100mg)^h^fcK^^^(5ml)^^^^:7>^, mUXhV^^T^ (0. 0 
SOmlh^tm^S^m^/KO. 070ml) £JW«TU io^H#Wh 0 SJ^m&r 

, N-v^/V*/WO^K(2. 5ml) ^fc Q £g& 

i£(150mgh by^/VT5^(0. 250ml) ^UKXM^X^ 63R#^»#Lfc 0 H 

^^^^•/v^TK^^-isbfco mmm^i^m^vyv^mm, mourn. 

S^y^-^/V^7^n^h^7^^-(Fuji Silysia NH, ^ffi^;g^^m^-/V~ 
^^/V:^/-/v=95:5)-eftMbfc 0 S W^ttW^a^bfc 0 nhfltzM 

Zttm^tCo mi^^MU It^iLt SM*tL-C g ^ (57. 3mg, 47% 
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'H-NMR Spectrum(CDCl ) 5 (ppm) : 1. 60-1. 80(4H, m) , 2. 27(1H, 

3 

m), 4. 00 (2H, m), 4. 37 (2H, m) , 4. 75 (1H, m), 6. 90-7. 10 (4H, m) , 
7. 40-7. 55(2H, m) , 7. 66(1H, s) , 8. 28(1H, dd, J = 7. 2, 12. 0Hz) , 8. 
34 (1H, s), 8. 66 (1H, brs), 9. 50 (1H, brs) . 
ESI-MS(m/z) :565[M + Na] + . 
[0337] N- f4- (14- f (J. 3- [ (Dimethvlamino)methvllazetidin- 1 - 

vllcarbonvDaminoltavrimidin — 6— vlloxv) —2. 5 — difluoro phenyl 1 — N' — 
(4 — f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 
^l(f#ffl^CT, N-{4-[(4-T5/t°y5v ? ^-6— r/V)^i/]-2, 5— S^/Vo*- 

K(99. 0mg)^h^tKn7^>'(10ml)^^*fc^, 0°C^?hy^/VT5^(0. 
0622ml) ^nu^m^^^iO. 0615ml) »#:MTU 40#|igjt#U^ ^ 
?a^T20^*#LfCo #CWT*, #S^ia^TMJ^/VT^(0. 0622ml) ^nn 
^i7^/K0. 0615ml) ^JlE^Tbl^ra»#Lfc 0 KJ£»g1^^K5m 

i)^^p^^7K*^-hy7A*^(5mi)^p^.T^isbf' 0 tmm&ftmu ma 

ft%m<DN, N-v ? ^/V*/k^T^K(2. 0ml)*§?&£3- (v^WT^/^/V) T 
2hy^/^n@^^(227mg) ^P;U§»£^cfL fg#BMT, MJ^ 
^/VT5^(0. 623ml) Sr^aiC-C&n^-C, 13fffl305>«#Uc: o SJS*fcSrB*Bk* 
*?-?V ( 1 0ml) irta^P^^Tk^^by VJ»7km& (5ml) "Cmft, Wa«^7k ( 1 0ml 

)-c2Hk i&fR^TK-riK^^L, #;«^hy^-ef^u ^>m^fc 0 mm& 
m&mmunhntcmm^v^^Mv^t2^h^y^—(Fuji snysia nh 

Vft, r^iMx^y- /V(4ml) fc»*NHir&«, lN*H^^hy^*jS?R(0. 
223ml) ^^U^T*P^.TlB#r^30^*#bf' o 1NMK0. 223ml) Sr^i&fc-ObP 
X.TS^^#ihbfc^, B^Bft^/K30mD. *(20ml)SrJP^EUfeo #$IS£r 
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mhtltc.mM^V^^f/V^9^^h^9^>(— (Fuji Silysia NH, g^fxf ;v 

:*#;—;v= 10 : l) -e»MU S «J»^W^«ffiT»ltbfco %b*vfc.im\^* 
60. 8mg N 47%)&&&JfoM£LXfflto 

'H-NMR Spectrum(CDCl ) 8 (ppm) :1. 66-1. 71 (4H, m) , 2. 24(6H, 

3 

s), 2. 55(2H, d, J = 7. 6Hz) , 2. 80-2. 90(lH, m) , 3. 77(2H, dd, J = 5. 6 
, 8. 4Hz), 4. 19(2H, t, J = 8. 4Hz) , 6. 93(1H, brs) , 7. 01-7. 10(3H, m 
), 7. 45-7. 50(2H, m) , 7. 66(1H, s) , 8. 27(1H, dd, J = 7. 2, 11. 6Hz), 
8. 33-8. 35(1H, m) , 8. 68(1H, brs), 9. 45-9. 49(1H, m) . 
ESI-MS(m/z) :584[M + H] + . 
[0338] (mWM99) N— (2. 5 — Difluoro— 4— I f4- (i f3- (hvdroxvmethvl) azetidi 
n— 1 — vllcarbonvll amino) pvrimidin — 6— vlloxv) phenyl) — N' — (4 — fluor 
ophenvl) cyclopropane — 1 . 1 — dicarboxamide 

S*#HMT, N-{4-[(4-T5/t 0 y5v > ^-6— {Mtti/]-2, 5-i?7/U* 
n^j^vH-N' - (4-^/v^-n^3i— /k)^n^ 0 t2/-?^-i, l-^/V/K^VT? 
K(100mg)^h7tKn77^(7. 5ml) l^M^tcfe, mUXhV^7PT^(0 
. 180ml) ^nn^i7x^(0. 150ml) SriP^ 50#|iajf #Ufco H^t-^ 

, N-^p^/l^/WvT5K(2. 5ml) Kf&te£-&fCo HJa^vVT^CO. 400ml), 3 
-(tKo^f^)7ffi^ i^^(280mg)^?a^T*Px.T, -tfej»Wc 
o S^^^^/v^*^@Bbfc 0 #aS£lN*@g^hy^Mc^$u IS 

?S—/V= 95 : 5) K£QmnVk.o § W^HSr^ffiailtbfe, #fe^fca^^tert 
- 7'f;^f;vx-T/v : ^Zffl/ = 1 : 2£#p&T@#:^m£i3rfco @f*£^b 

, m&LmkrrzztKxv. mmt&mus. 6m g , i2%)^a^^uT#fc 0 
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'H-NMR Spectrum (CDC1 ) 5 (ppm) : 1. 60-1. 80 (4H, m) , 2. 83 (1H, 

3 

m), 3. 82(2H, d, J = 6. 0Hz) , 3. 93(2H, m) , 4. 16(2H, m) , 6. 90-7. 15 
(4H, m), 7. 40-7. 55 (2H, m), 7. 66 (1H, s), 8. 22 (1H, dd, J = 7. 2, 12 
. 0Hz), 8. 33 (1H, s), 8. 73 (1H, brs) , 9. 60 (1H, brs) . 
ESI-MS(m/z) :579[M + Na] + . 
[0339] (MMMlQQl N-(2. 5-Difluoro-4— f T4— (f fmethyKl— methvlpiperidi 
n— 4— vl) aminolcarbonvll amino) pvrimidin— 6— vlloxv I phenyl) — N' — (4 
— f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

mm^m^T, N-{4-[(4-T5v>t°y5vV-6— <7V)^i/~\-2, 5-i?7/K* 

K(100mg)^h7tKn^7^(7. 5ml) ^a-W^/KT^CO 
. 180ml), ^pp^^^/KO. 150ml) ZMx., 50^1}! #Lfc 0 fctid&W&Wt 

, N-^^/MJvKkT5K(2. 5ml) {£*gft¥&-t2rfCo l-^/V-A- (^/VT5/) tT 
-<yv^(0. 330ml) Sr^iaiJrC&tlKlT, — Bfe*#Ufc 0 S^^^^^^tK-c 

TKa^hy^^-e^Mb/to jSjR*«£E«iBufeo #^fc?§?g^y#^vv#5^ 

(Fuji Silysia NH, ^Hl^;^ixf;P~^xf 
/V = 95 : 5) fc«W*!JBlUfco B «J*»^flfS^EEaiKfbfeo #fe^caS^tert-^ 
^vl^vVcn— ^/V:^^^=l:2^Px.-C@#:^m$^fc 0 HffcSr^EiU il 
^«i-^^^^J;f9,^fS^^(19. 5mg, 14%)^efe^^UT#fc 0 
'H-NMR Spectrum (CDC1 ) 5 (ppm) : 1. 60-1. 80(8H, m) , 2. 20-2. 

3 

60(2H, m), 2. 96(3H, s) , 3. 00-3. 30(2H, m) , 3. 22(3H, s), 4. 33(1H 
, m), 6. 90-7. 15 (4H, m) , 7. 40-7. 55(2H, m) , 7. 66 (1H, s), 8. 27(1 
H, dd, J = 7. 2, 12. 0Hz), 8. 35 (1H, s) , 8. 62 (1H, brs), 9. 53 (1H, brs). 

ESI-MS(m/z) :620[M + Na] + . 
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[0340] (gfefiftHftllOl) N-(2. 5-Difluoro-4-ir4- (if4- (4-methvlpiperazin- 
1 — vl) piperidin — 1 — vll carbonvllamino) pvrimidin— 6 — vll oxv I phenyl) — 
N ' — (4 — f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

^f#HM~r\ N-{4-[(4-T$yt°y^v ? ^-6--r7P)^-^]-2 ) 5-i?7Atfr 
P7x^;W} -N' - (4-7/WtP7x^;V) ^n7n^y-l, 1 - v^/l^^T^ 

/v^/vt*>(0. 100ml), jraxxaew&s^tvio. 070ml) 3rJiR#c?i£TU 155>W 

y7^M<i§$u t&fp^^-ejiR^^L, M^«^7-hy-7A-e^b7c 0 mm* 

msmWUto M^N, N-v ? ^/V*/V^T5K(2. 5ml) (C^Jf^fco 1-^ 
/V-4- (t°-<y^-4-^/V)t o ^7^(250m g )^^^T^Px.T, 25B#ffiJft 

#L7t 0 ^saw-Co ^M^iNTK^bT-hy^^^, 

b^fca^v-y^y/^^^n-^b^^— (Fuji Silysia NH^fflt;^ 
^^/v~^^/V:^y— /v=95:5)-e*t^L7bo B W4&W#3^*f Ut, #<b 
tbfc^Si-v 5 ^^/^— ^/V:— 7°^^= 1 : 2^P^T@#:^W£^fc 0 HfrSr^» 

X H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 45 — 1. 60 (2H, m), 1. 66— 1. 7 

3 

6(4H, m), 1. 90-1. 98(2H, m) , 2. 34(3H, s) , 2. 42-2. 72(9H, m) , 2. 
95(2H, m), 4. 12(2H, m) , 7. 00-7. 10(3H, m) , 7. 38(1H, brs) , 7. 44 
-7. 55(2H, m), 7. 62(1H, s) , 8. 27(1H, dd, J = 6. 8, 12. 0Hz) , 8. 33(1 
H, s), 8. 67 (1H, brs), 9. 47 (1H, brs). 
ESI-MS(m/z):653[M + H] + . 
[0341] (jfelfcflt|102) N- (4-f f4- (If4- (Dimethvlamino) piperidin- 1 -vll carb 
onvll amino) pvrimidin — 6— vlloxvl — 2. 5 — dif luorophenvl) — N' — (4— flu 
orophenvl) cyclopropane — 1 . 1 — dicarboxamide 

S*#HMT, N-{4-[(4-T^yt°y$v ? ^-6--r^)^-^]-2 ) h--Jy;v^r 
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K(100mg)Sr7 1 h9tKn79>'(5ml)^«?$^r7t^, ^&7?N, N-^y7°ot° 
;V^;VT^y{0. 100ml) , ^tm^7i^;K0. 070ml) ^MI^cMTU 15^59 

^/VT^y t^Uv 5 ^ n^^^ (250mg) £hy^/VT^ (0. 400ml) Sr^iSJcrC 
M&m)±mm^tc 0 tWcaM^y^Wy^nv^y^- (Fuji Silysla 

tm^fz- 0 mfo&z&u mum>m^x&&mMtvxn w^doo. 3m g , 74% 

)£#fC G 

'H-NMR Spectrum (CDC1 ) 5 (ppm) :1. 46-1. 56 (2H, m), 1. 66-1. 7 

3 

6(4H, m), 1. 86-1. 96 (2H, m), 2. 31 (6H, s), 2. 38 (1H, m) , 2. 97(2H 
, m), 4. 06-4. 16 (2H, m) , 7. 00-7. 10 (3H, m) , 7. 39 (1H, brs) , 7. 44 
-7. 54(2H, m), 7. 63(1H, s) , 8. 27(1H, dd, J = 7. 2, 12. 0Hz) , 8. 34(1 
H, s), 8. 68 (1H, brs), 9. 47 (1H, brs). 
ESI - MS (m/z) : 598 [M + H] + . 
[0342] (jfefifcfl?H03) N- (4- ( f2- (f T4— (Dimethvlamino)piperidin- 1 -vllcarb 
onvll amino) pvridin — 4— vlloxvl — 2. 5 — dif luorophenvl) — N' — (4 — fluor 
ophenvl) cyclopropane — 1 . 1 — dicarboxamide 

SifBMT, N-{4-[(2-T5yt°yv ? ^-4— OV)tt*/~\-2, 5-i?7/P* 
n^oi^/v}-N' - (4-7;vtn7x=;V) ^n^n/^ - 1, 1 - v^/v^^T^ 
K(100. 0mg)^h7tKn77>-(lml)^^$^r/t#, 0°C7?hy^9WT^(0. 
0631ml) ^PC2^7x^;K0. 0624ml) SrJE&iffiTU 20^ffiit#LfCo 
^g^^/V (5ml) ^fU^Sbkstf ^hy»7A*jS?Bc (5ml) ^PX.T5>ISb7t 0 # 

a«£#ititu mu-kMfc-vm&u mfcffimi-hvvjx-v&i&u smut* m®& 
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(0. 631ml) &mnKXlWX.X^ 18B#r H l30^#b7tl o S^fe^^/v(lOm 

flttB^^Vtl^r^^^ri'^Y^y^ (Fuji Silysia NH, ifxf 
^^(107. 5mg. 78%)&&&n^tlsXnfc 0 

X H-NMR Spectrum (DMSO-d ) 8 (ppm) : 1. 20-1. 30(4H, m) , 1. 55 

6 

-1. 74(6H, m), 2. 15(6H, s) , 2. 71-2. 80(1H, s) , 4. 06-4. 12(2H, m 
), 6. 63(1H, dd, J = 2. 4, 5. 6Hz), 7. 15-7. 20(2H, m) , 7. 39-7. 41(1 
H, m), 7. 51-7. 63(3H, m) , 8. 05-8. 15(1H, m) , 8. 13(1H, d, J = 5. 6 
Hz), 9. 23-9. 26 (1H, m), 9. 78-9. 85(1H, m) , 10. 98-11. 01 (1H, m 
). 

ESI-MS (m/z) :597[M + H] + . 
[0343] (MMMlQAl N-12. 5-Difluoro-4-r(2-ir(4-methvlDiperazin-l-v 
Dcarbonvll amino luvridin— 4— vlloxv I phenyl) — N' — (4 — fluorophenvl) c 
vclopropane —1.1 — dicarboxamide 

S^#HMT^ N-{4-[(2-T5yt 0 y> ? ^-4— r/V)^V]-2, 5-^/v^- 
n^^^/V}-N' - (4-^/V^-ti^ni^/k)^ci7 P n/N^-l, l-^/V#^T5 
K(100. 0m g )^h7tKn^7^(lml)^^$-frfcm. (rc-eHJ^/Kr^O. 
0631ml) ^nn^i7x^(0. 0624ml) SrJgJfcWTU 20#Hajf#Ubo KJ£ 

feg^^/v (5mi) tmrnrnm^m^-hv^^mm (5mi) ^p^r^isbrt 0 w 

, S*#HMT, l-^f/VtX7i/y(o. 100ml) ^ia^T*Px.T. 18B#f?gi5# 

«#bfc 0 Rj&mzffim^/i-aomi) tm^mm^mi-Y^^mm (5mo -e# 
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— (Fuji Silysia NH, Slgxf ;WgjS|xf ;V=10: 1)«U @ 

^W^ffT^-T^^-J^, ^|B^i^(113. lmg, 87%)^fi^^ 

'H-NMR Spectrum (DMSO-d ) 6 (ppm) : 1. 56-1. 67(4H, m) , 2. 17 

6 

(3H, m), 2. 24-2. 28(4H, m)3. 38-3. 43(4H, m) , 6. 62-6. 65(1H, 
m), 7. 15-7. 20(2H, m) , 7. 39-7. 40(1H, m) , 7. 52-7. 63(3H, m) , 8 
. 06-8. 16(1H, m), 8. 14(1H, d, J = 6. 4Hz), 9. 27-9. 28(1H, m) , 9, 7 
9-9. 81(1H, m), 10. 98-11. 00(1H, m) . 
ESI-MS(m/z) :591[M + Na] + . 
[0344] (^m^H05) N— 12. 5 Difluoro 4 [ (2- f [ (4 hvdroxvninoridin 1 - 
vl) carbonvll amino Ipvridin — 4— vl) oxvlphenvll — N' — (4 — fluorophenvl) 
cyclopropane — 1 . 1 — dicarboxamide 

SifBMT, N-{4-[(2-T$7t°yv ? ^-4--r7V)^-^]-2 ) 5-^:7/^ 
n:7;nrvW-N' - (4-7/WtP7xx;V) v^ny^-^-l, l - i/Jj;V^l/T^ 
K(129. 0mg)^h^tK^^(2ml)^fi|$*f^, 0°C-ehy^/VT^(0. 
0812ml) ^ n o^t7xx;K0. 0803ml) £Jffi#:MTU 25^^^#b/^ 0 
}feg»^/V (5ml) ^I^P^SlTk^hy^Tk^ (5ml) %M7LX9?m^ a # 

mvtco mm&N, N-v ? ^/v^/vi»r5K(2. omi) Kmm^tcWi. mm^mn. 

T. 4-tKi3 d r^t: 0 ^yv ? >'(118mg) -N, N-^^/l^vVi>>T5K(2ml)|§^£r 
^K^-7-hy^*^(5ml)^Bab/t 0 «jB^(10ml)^2[Hl, tMfP^^K^ 
*/WfjV'ft : yJ>>irxi^W : y74— (Fuji Silysia NH, g^m^/v^g^n^F/V : 

^/-/v=io:i)-e*tMu @ W^^ffiT^ii-s^-i:^ ^f&fb-a^KKi 

58. 4mg, 92%)^Sfei3^bT#fc 0 

'H-NMR Spectrum (DMSO-d ) 8 (ppm):l. 22-1. 33 (2H, m) , 1. 55 
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— 1. 73(6H, m), 3. 00-3. 07(2H, m) , 3. 59-3. 67(1H, m) , 3. 74-3. 
82(2H, m), 4. 67(1H, d, J=4. 4Hz), 6. 62(1H, dd, J = 2. 4, 5. 6Hz), 7. 
15-7. 21 (2H, m), 7. 40(1H, d, J = 2. 4Hz), 7. 54(1H, dd, J = 7. 2, 10. 
4Hz), 7. 57-7. 63(2H, m) , 8. 05-8. 15(1H, m) , 8. 13(1H, d, J = 5. 6 
Hz), 9. 23 (1H, brs), 9. 80-9, 83(1H, m) , 10. 97-11. 01 (1H, m) . 
ESI-MS(m/z) :592[M + Na] + . 
[0345] jMMMlQQl N-12. 3-Difluoro-4-r(2-ir(3-hvdroxvazetidin-l-v 
1) carbonvll amino I pvridin — 4 — vl) oxvl phenyl I — N ' — (4 — fluorophenvl) c 
vclopropane — 1 . 1 — dicarboxamide 

Sii#ffl^CT, N-{4-[(2-T57t o yv?^-4— f;V)^>]-2, 3— S^/Vo** 
n^n^/W-N' - (4-^/V^-n^m^/V)^n^n/^^-l, 
K(84. 0mg)^h7tKn^7>-(lml)^fi?$^:^, 0°C^hy^/VT^(0. 0 
530ml) ^nn^i7x^H0. 0524ml) »#:MTU 20#Rgjfc#Ufc, 

(5ml) W&5ftl^»*^^hy^A*igE?R (5ml) ^0x.-C^IELfc o mm 

f±mmu nhtitd&m&N, n-^m^jvwo^k(2. omi) \z.mu^t^.o m 

if#H^C~f^ ^.^^.(83. 3mgh HJ^^/KT^(0. 265 

ml)&mmzXtittX.X, 120#r^25^»#b/' o K^^^^ClOmDirl&fP 

mmykm^-hv^^mm5mi)x^mvtc 0 mmm&*aomdx2m, ma±m. 

S^>y^^/^7^n^h^7^— (Fuji Silysia NH, g^m<?vV~g^:x^ 
<fc(80. 3mg, 78%)^fife^^bT#fc 0 

'H-NMR Spectrum (DMSO-d ) 8 (ppm) :1. 53-1. 62(4H, m) , 3. 66 

6 

-3. 72(2H, m), 4. 10-4. 15(2H, m) , 4. 34-4. 40(1H, m) , 5. 60(1H, 
d, J = 6. 0Hz)6. 66(1H, dd, J = 2. 4, 5. 6Hz), 7. 15-7. 25(3H, m) , 7. 5 
2(1H, d, J = 2. 4Hz), 7. 60-7. 65(2H, m) , 7. 70-7. 78(1H, m) , 8. 14 ( 
1H, d, J = 5. 6Hz), 9. 22(1H, brs), 9. 95-9. 99(1H, m) , 10. 68-10. 7 
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1(1H, m). 

ESI-MS(m/z) :564[M + Na] + . 
[0346] (^foffill07) N-T4- ((2- [ ((3- [ (Dimethvlamino)methvllazetidine- 1 
— vl}carbonvl)amino]pyridin— 4— vlloxv) — 2. 3 — difluorophenvll — N* 
(4 — f luorophenvl) cyclopropane —1.1— dicarboxamide 
Sit#fflMT, N-{4-[(2-T^yt°yv ? >-4--('/k)^-^]-2, Z-WjVUr 
P7x^;v}-N' - (A--7;vi>rxi-7^^;vys?xizfn/<^- 1, l-^/k^^T^ 
K(79. 2mg)^h^fcK^^(2ml)^^^c^, 0°C-Chy^/VT^(0. 0 
500ml), ^nn^i7x^;K0. 0494ml) £rJl|I«TU 20^11 #Ut 0 SJ£$c 

(5mD p^^TK^^-hy ^a^is (5mD ^px.T^iaLfc 0 mm 

fcSm^S- (cJ^/VT^J^/V) Tif <5~*Jls 2hy^/V^-ng^^^(434mg)(DAo 

fc?7^\c^ti 0 mm&u&mu nhtitmm&w, N-^f/v*;^75 

K(5. 0ml)^^^7t o SifBtT^ hy^/VT^^(0. 750ml) £^S^T 
13B#r S m#bfc 0 S^^^^/KlOmD^fP^^^hy?^ 

^(5mi)-e^@abr> 0 #$§g£7k(iomi)-e2[iK t^p^i£7k-eji«$^u m?K 

77-74— (Fuji Silysia NH, Sixf;V~g|ixf;V:y^y" /V= 10: 1) "CifS 
g^H^Mi±Tli^i-^i^j:«9^fB^^(83. Omg, 80%)£6& 

X H-NMR Spectrum (DMSO-d ) 8 (ppm):l. 53-1. 62(4H, m) , 2. 10( 

6 

6H, s), 2. 39(2H, d, J = 7. 6Hz), 2. 65-2. 68(1H, m) , 3. 53-3. 60(2H 
, m), 3. 95-4. 04(2H, m) , 6. 95-6. 98(1H, m) , 7. 14-7. 25(3H, m) , 
7. 52(1H, d, J = 2. 4Hz), 7. 60-7. 66(2H, m) , 7. 70-7. 78(1H, m) , 8. 
14(1H, d, J = 5. 6Hz), 9. 17(1H, brs) , 9. 95-9. 98(1H, m) , 10. 66-10 
. 71 (1H, m). 

ESI-MS (m/z) :583[M + H] + . 
[0347] (^jfe^ll08) N - (4 - f (2 - { f (4- Azetidin- 1 -ylpiperidin- 1 -yl) carbo 
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nvll amino jpvridin— 4— vDoxvloxv) — 2, 5 — difluorophenvll — N' — (4 — fl 
uorophenvl) cyclopropane — 1 . 1 — dicarboxamide 

tiffflir, N-{4-[(2-T$yt°yv ? ^-4--r/v)^iy]-2 ) s-v^/i^j- 

ny^^/V) -N' - (4-^/v^-n^3i— /v) S/^n^n^^— 1, 1 - v^/Vtf^v'T^ 
K(100. 0mg)^h^tK^^(2. OmD^^^m^ 0°C-ehy^/^T^( 
0. 0631ml) .ynn^^-zKo. 0624ml) ^JlR^TU lB#^«#b^l 0 S 

0°C-eh!J3^VP-T^(0. 0631ml), ^nn^i7i^;K0. 0624ml) ^JlB^cM 
TU 20#jg#Ut, H^^g^^^(5ml)^fP^^^^hy<7^^( 
5ml)^Px.-C«#L/c 0 WaS^HtU S&ft&£*-Ci5fci*U *S*fllE&^yi7^ 
-effe&tU 6^Lfc 0 ^IKSrMJE*«lbfCo SS^N, N-^^/l^/WvT5K(2. 0 

mi) ^^$*/t 0 ^s#b^t\ 4- (Tif 1 2mmm. 

(227. Omg), hy^/VT$>-(0. 631ml) ^?a^TAP^T, 160#fig3O^ii#L 

/to mj^^^^^/v (lomi) tm^mm.7Km^-vv^^mm (smi) -c^ibltc 
o Mjg^(iomi)-e2[u, mm^^m^m^u MTkmwtrhvv&x^m 

— (Fuji Silysia NH,^t±im;g^^^^/^~g^^^^7V:^y— 7V=10: 

-(Fuji Silysia NH, S^^f /V) t'HSLfcf , i^a — YZ^^Ylf^y 4 — 

(Fuji Silysia NH, g^^/V) T**f^Lfc 0 g ^^W^ffiT^U #^ 
fcaS^^^:^^/V=10:l^Px.T@#:^Wtii^ ^-T^^-J^ 
, mmfc&V0(24. Omg, 17%)^e^te^LT#fc 0 

'H-NMR Spectrum(CDCl ) 6 (ppm) :1. 20-1. 33(4H, m) , 1. 67-1. 7 

3 

5(4H, m), 2. 01-2. 09 (2H, m), 2. 13-2. 23 (1H, m) , 2. 99-3. 08 (2H 
, m), 3. 15-3. 20(4H, m) , 3. 85-3. 92(2H, m) , 6. 55(1H, dd, J = 2. 4 
, 5. 6Hz), 6. 98-7. 07(3H, m) , 7. 46-7. 50(2H, m) , 7. 60(1H, d, J = 2 
. 4Hz), 8. 06 (1H, d, J = 5. 6Hz), 8. 28 (1H, dd, J = 7. 2, 11. 6Hz), 8. 66 
(1H, brs), 9. 49 (1H, brs) . 
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ESI-MS(m/z) :609[M + H] + . 
[0348] mWMl09) N-(2. 5-Difluoro-4- i \2- (i f3~ (2-dimethvlaminoace 
toxv) azetidin— 1— vllcarbonvll amino) pvridin — 4— vi]oxv) phenyl) — N' 
(4 — f luorophenvl) cyclopropane — 1 . 1 — dicarboxamide 
^f#HMT, N-{2, 5-v?^7V^-ti-4-[(2-{[(3-tKndr>'T^^v ? >'-l 
-^^Jj/V^^/V^T^A&yJls-A — -N' - 
nz7^;V)i/?n-7ns<i/-l, l-^/HJ?dF->T^K(38. 9mg)^N, N-v 5 ^ 
/l^/KAT^R(l. OmDldSi!¥§*fc, N, N-v^vW»:/ iMi&(20mgh h 
y^/kT^(0. 050ml), BOPi*m (63. 5mg) ^mUKXMx.X— WbfflfcUto 
N, N-^^/V^y^^ i£M^(20mg), hU^^/VT5^(0. 050ml), BOPt^ 

(63. 5m S )&m&Kxmj)\\u 5mmmwvtc 0 ^mm^mm^^tTK^M^ 

Fuji Silysia NH, ^!±|$c;@»^VV) KXmM^o B tt^#W£$cJ£a**gL- 
fCo %htltimmz.tert--/^-;V^/V^— ^7V(lml) ---^y(2ml) <^n*.T 
@f*£»£-*fc 0 @f*^^b,ii^^i-^^^i'9,^fE^^(21. lmg, 
47%)£&^^LT#fc 0 

X H-NMR Spectrum(CDCl ) 5 (ppm) :1. 60-1. 80(4H, m) , 2. 38(6H, 

3 * 

s), 3. 24(2H, s), 4. 05(2H, m) , 4. 39(2H, m) , 5. 28(1H, m) , 6. 59(1H 
, dd, J = 2. 4, 5. 6Hz), 6. 90-7. 15 (4H, m), 7. 40-7. 55 (2H, m) , 7. 62 
(1H, d, J = 2. 4Hz), 8. 05(1H, d, J = 5. 6Hz) , 8. 29(1H, dd, J = 7. 2, 12. 
0Hz), 8. 56 (1H, brs), 9. 65 (1H, brs) . 
ESI-MS(m/z) :649[M + Na] + . 
[0349] (^foffilllO) N-(2. 5-Difluoro-4-{r2- (if(3S) -3-hvdroxvpyrroli 
din— 1 — vl]carbonvl) amino) pvridin — 4— vl]oxv I phenyl) — N' — (4 — fluoro 
phenyl) cyclopropane — 1 . 1 — dicarboxamide 

S*#HMT, N-{4-[(2-T57t°yv ? ^-4 — OV)tt^-2, 5-v^/M- 
n^m^/W — N' - (4-^/k^-ti^— /k) v/^n^ti/-?^- 1, 1 - v^/k/j^^T^ 
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K(100. Omg)^h7tKn^7>'(2. 0ml) fcjgflMF-gfctft. 0°CXh ] J^^T^( 
0. 0630ml) , ^an=¥t7x^;KO. 0624ml) £Jlfi#:MTU 30^Jf#bfc o BCfo 

m\mm^^ (5mi) £f^R^7R*^hy^A7k^ (5mi) s^g^-at #Lfc 0 ^ 
ts^ML, ^fp^TK-e^b, #7K«^-7-hy>^-e^b, smut* mm* 
Mfcmmu nbtvtz&m&N, n-^^w^k(2. omi) \z.mm^tc 0 

S^#fflMT, (S)-3-tKn d r^t o tiy^(0. 0731ml) *^UiCXMx.X, 22 
B#^«#bfc 0 SJS^^^/KlOml)^^^*^hy^A7K^(5ml) 

-e^@Bb/c 0 ^ii^(iomi)-e2[Hi, m$uikt&7kx)mikifc&u ^k^^-hy 

7*774— (Fuji Silysia NH, ^miS;g^^^-/V~^^/V:^/— /W= 10 

/V=10:l^Px.T@#:^»$^c o Sft^IgrrS^^J;^ ^fB^^)(63. 
7mg, 5 1 %) £ fe^^bT#7t 0 

'H-NMR Spectrum(CDCl ) 5 (ppm) :1. 60-1. 80(5H, m) , 2. 00-2. 1 

3 

4(2H, m), 3. 47-3. 67(4H, m), 4. 51-4. 60(1H, m) , 6. 58(1H, dd, J 
= 2. 4, 5. 6Hz), 6. 98-7. 12(3H, m) , 7. 45-7. 52(2H, m) , 7. 67(1H, 
d, J = 2. 4Hz), 8. 07(1H, d, J = 5. 6Hz) , 8. 25-8. 30(1H, m) , 8. 68(lH 
, brs), 9. 50-9. 57(1H, m) . 
ESI-MS(neg. ) (m/z) : 554[M — H]~. 
[0350] (MMMllH N— (2. 5-Difluoro-4-ir2- (if(3R) -3-hvdroxvDvrroli 
din— 1 — vllcarbonvll amino) pvridin — 4— vlloxv I phenyl) — N' — (4 — fluoro 
phenyl) cyclopropane — 1 . 1 — dicarboxamide 

SifBMT, N-{4-[(2-T5/t°yv^-4— OV)4-3?*/\-2, 5-i?7/P* 
n^oi^/v}-N' - (4-7;vtn7x=;l/) ^n^n/^ - 1, l-^/V^VTS: 
K(100. 0mg)^Tf7tKn777(2. 0ml) 0°C7?hy^/kT$^ ( 

0. 0630ml) , ^pp^7x^;K0. 0624ml) SrJEifcjftTU 15#j£#Ufco HiS 

^^g^^^/v (5mi) tm^mm^m-i-v^^mm (5mi) -sr^-cm #ut Q # 
mm&ftmu mu-kMfc-vm&u m^mm-rhv^x^mu smut* mm* 
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SifBlT, (R)-(-)-3-t°ny> ? y— ;V ^^(112. OmgK hy^/VT 
^>-(0. 315ml) %m%.KXM7LX, 220#^15^#bfc o £Lf&m&Bm^^(l 
Oml) tmfnfcmTkm-i-hV V^mwt (5ml) X'M^t'o #H£g£7k (10ml) -C2IU 

mU #^^C»v'U*^7VP-7^77^- (Fuji Silysia NH, }§m 

m^LfCo #^ilf«l-, ^i^^:^^/v=iO:l^P^.-C@#:^tt^-fr 

o 

X H-NMR Spectrum(CDCl ) 5 (ppm) :1. 65-1. 70(5H, m) , 2. 00-2. 1 

3 

7(2H, m), 3. 46-3. 68(4H, m) , 4. 52-4. 59(1H, m) , 6. 57(1H, dd, J 
= 2. 4, 5. 6Hz), 6. 97-7. 11 (3H, m) , 7. 46-7. 50(2H, m) , 7. 67(1H, 
d, J = 2. 4Hz), 8. 07(1H, d, J = 5. 6Hz), 8. 27(1H, dd, J = 7. 2, 11. 6Hz) 
, 8. 68 (1H, brs), 9. 54 (1H, brs) . 
ESI-MS(neg. ) (m/z) : 554[M-H]~. 
[0351] [|&ffif*ifc0!l] 

s^T(DmmmmMxmm£nzm^tcfemm<D~m%Tm^ir 0 

HGFR(Hepatocyte growth factor receptor, If M^^WM^^^-W-) 

DNA (Deoxyribonucleic acid, ^f^T^-^^W^) 

human placenta (fchlnltl:) 

PCR (Polymerase chain reaction) 

VEGFR2 (Vascular endothelial growth factor receptor2, MMP^^^W. 
H^-^#:2) 
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FGFR1 (Fibroblast growth factor receptorl, $|#t3?;M*f fitH^^^ffc 
1) 

PDGFR 0 (Platelet derived growth factor receptor j3 , jfoyHRS^fcif ?Sia 
T^f* j3 ) 

EGFR (Epidermal growth factor receptor, ±.$H$M\M^-^&W.) 

FBS (Fetal bovine serum, ^v^ftj^jk^) 

PBS (Phosphate buffered saline, y^^lW^S^^TK) 

Tris (Tris (hydro xymethyl) aminomethane, hV?s(WtWiW)) 

PMSF (Phenylmethylsulfonyl fluoride, ^^^/V^/V^/V^^/V^/V^ry^ K 

) 

NP-40(Nonidet P-40, /^rVhP-40) 

EGTA(0, O — Bis(2 — aminoethyleneglycol) — N, N, N', N' — Tetraacetic 

acid, ^U=i— ^x- ^/Vv^T^^Eg^^) 
SDS (Sodium Dodecylsulfate, K^V/VgE^^MJ^A) 
BSA (Bovine Serum Albumin, 4 i JfiLfll77K/5>') 

Hepes (N— [2 — Hydroxyethyl] piperazine — N' — [2 — ethane sulfonic acid] 

, — ^mmwo) 

ATP (Adenosine 5' -Triphosphate, -HUi/^) 
EDTA(Ethylenediaminetetraacetic acid, =^"f-\y>iyT^>^WW) 
HTRF (Homogenous Time — Resolved Fluorescence, ^W^M^^t) 
HRP (Horseradish peroxidase, ^-^yfVyv'a <</V$r3ci/<5?-— te?) 
ELISA (Enzyme— linked immunosorbent assay, ^^^.S^t'frlfe) 
HGF (Hepatocyte growth factor, MBJIftif ^SIST") 
HBSS (Hank'S Balanced Salt Solution, '^^spflKt) 
MTT(3-[4, 5-Dimethylthiazol-2yl]— 2, 5 — diphenyltetrazolium bro 
mide ; Thiazolyl blue) 

EGM- 2 (Endothelial Cell Growth Medium — 2) 

[0352] mmtmMi:&&i^.^*is^*+~izmmzi^zmmftm 
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mm 

HGFR(Genbank^##^-J02958) (DB^M^M^it, Vi/^974frhZ£lk<9, 
fi^Ji&±=i}?>'$:1^t?l. SkbODNA^^^V^h-efc^, Park£>(Proc. Natl. Acad 
. Sci. U. S. A. 84(18) , 6379-6383, 1987) K£<9t^£frlXV^ 0 C10DNA 
77^>h^, human placental cDNA library (fn^T^^t^OMK) frh, 2 
tl©^7^^- (IS^IJ#-^-l : 5' -CCGGCCGGATCCAAAAAGAGAAAGC 
AAATTAAA- 3 ' 3o <£t^W[J#-^2 : 5 ' — TTAATTCTGC AGCTATG ATGT 
CTCCCAGAAGGA— 3 ' „ ^ifh^^^tX^MX) K J^PCRfi: (TaKaRa E 
x Taq™ KiUTaKaRaX^mA)^m^^Xmm\^fc 0 ^(D-DNAZ7y^^b^<^- 
^p^/^^y^yv^^^^^- (pFastBac™-HT(GIBCO BRLt±£«9^A 
)) \Z.?n— n^Z.nmyo&ntCo ~;fr^mil7»(Spodoptera frugip 
erda9(Sf9)) ^hV^^^hV, HGFRm^;t^^P^/V^»f9MUt 
(m.%f.$:X-/<3r^ny4?V^(DmWkfe, ^2p7"^h(Bac-to-Bac Baculovirus 
Expression System (GIBCO BRL#:) \Z.^^fh^)) 0 ^(D^^WM^ti^^ 

GFRtDft^^, yv ? ^791^^H^i-§^JiSK^^^h(VEGFR2, Genbank 
^##-^-L04947K y^ZSZfrhmife^&MM^^^YiYGYRl, Genban 
k^##^X52833) tifcWJi?>558fahmi&1r%mmW7 ; 7?^h (PDGFR £ , 
Genbank^##-^-M21616)^fflV^|iBLrt 0 EGFRfiSigma^i (Sp b d# 

-^-E - 2645) J^IfAUCo 

[0353] 2. l^M±H^±±rz^^m^I£MM 

2%FBS^tf SF - 900IIi§±fe (^fVtT hnv^^ft: XVMA) «^b7tSf 9« ( 
3xl0 8 fil)^ N Ji^L7tHGFRm^^^^ d r^n^/V^^(4ml)^Px.-C, 27°C 

1000rpm-e5^rBl^^>LT, _h?f ^«9|^V^ 0 &I^Lfc«»^80ml<D7j<?frL 
fcPBSfOlS^U 4°C^T1000rpm-e5^^M^^T, _h}ff £r^<9B£V>fc 0 ^fcJtbfc 
^^BIS^40ml(D7K^LfcLysis Buffer(50mM Tris-HCl(pH8. 5h 5mM 
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/K lOOmM KCU ImM PMSF, 1% (v/v)NP-40) 
fc«»Ufco ~(»«£4r^T12000rpm^30^r^kLT, _h?t^#7t 0 

^<D_h?#^30ml<7)Buffer A(20mM Tris-HCl(pH8. 5) , 5mM 2-^/V# 
^hrc^y— /K 500mM KC1, 20mM >f^/-^, 10%(v/v)^;tn-/I^) 
"Cspflff'fbbfcNi-NTAT^n— ^9A(3ml, =3rT^V%L£«9^A) KMx-XLo 
#^^30mKDBuffer A, 6ml<DBuffer B(20mM Tris-HCl(pH8. 5) x 5m 
M 2-^7V^y°h^/— /K 1M KCU 10%(v/v)^yirn— /k), 6ml(DBuffer 

A-CjlR^:^#LfCo #CVvC % ^U£, 6ml<D Buffer C(20mM Tris-HCl(pH8 
. 5). 5mM 2-^/V#:7 0 h^/— /K lOOmM KCU lOOmM 4^7— /K 10 
% (v/v) ^y-fea— /V) ^Px.T^m«Sr#fc 0 Z.(D&Mm&&tir1& (Spectrum L 
aboratories|±j;«9^A) ^Att, ly^h/KD^fiW^T^- (20mM Tris-HCl(p 
H7. 5), 10%(v / /v)^y-fen— /K ImM ^ft^Wb^/K 0. ImM Na VO 

3 4 

,0. ImM EGTA)^4r^T^ife^Wb^,^-r^*-e-80°C^#b/t 

^V>T^^-*^J60kDat^m$tLSy^^^-^hSe®(His6-HGFR, N^^t 
^^^e^^^^^HGFRO^aj^SK^-r^) BSA(Sigma*±£(9^A) £ 

mm%ontLxm£i&y£Misfc 0 vegfr2<d^bj^»k^^, fgfri<d«ick^ 

^^ejli^gi^^fc^tL^^y^^tr^h® fift (His6-VEGFR2, His6 
-FGFRl^c^His6-PDGFR /3 ) £#fc 0 

[0354] 3. HGFM^^t^Mmm^m^MMmm ^ ^ 

h(NUNC|±j;«9^A, Mo R p#^-163320)(Z)#^ ; n/V^, 10 
jul©^^-— if^J^|^(200mM Hepes(pH7. 4), 80mM MgCl , 16mM Mn 

2 

CI , 2mM NaVO), 250ngOt^^^^/Ky (Glu4:Tyrl) (biotin-poly (G 

2 3 4 

T) , 0 ^ai— y^^|±J;(9^A) (^^*-ei5f^#|RL7tt><Z)^6 ju 1) , 30ng<DHis 
6-HGFR(0. 4%BSA^^-e60f§4i%|'?L7t:t(D^10 ^ 1) So^U^^/V^V^ 
^VKmm^t'WmmmO. 1% BSA-ei00f§#|Rbfc 1 b(Z)^4/zl)^Px.T, 
^*£r30 h \\Z.\ji_ 0 ^ZSC^ m^Xm^f'4 n M ATP (Sigmat±J;<9liA) £l 
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30 < C-C10#KK>':*3L'<— i/a>Vft&, 10 n l<D500mM EDTA (p 
H8. O) (^P)feMX^J:«9ltA)^P^T^-ifH^»#^ 0 

^niy^lJ^^bbiotin— poly(GT)CD^t±l{-±. Homogenous Time-Resolve 
d Fluorescence (HTRF) SfeSrffl V (Analytical Biochemistry, 269 . 94—1 
04, 1999) c -f-tett. 20»l<D±m^—^RJ&$&Wl$5£Tf30»l<D%t%tmWi(5 
OmM Hepes(pH7. 4), 20mM MgCl „ 4mM MnCl „ 0. 5mM Na VO , 0 

2 2 3 4 

. 1%BSA, lOOmM EDTA) &96&xlA'&&s^ !7?V— h (COSTAR*±<£*9jg 
A, Md r p#-^3694) <DfrVxJ>ls\zMjtft, #!?x/H:a- nt°r>^y^— h^7-< 
/VL/c^L^^n>/^#:(Eu(K)-PY20. B*Vs- y^lLW^A) 7. 5ng 
(20mM Hepes(pH7. 0), 0. 5M KF, 0. 1% BSA^SOfg^fJU/bbtf)^ 
5/z 1) *5j;tFXL665^r7^</Vb7t^hU7 0 hTt-V^(XL665-SA, 0 ^L*/=c— ])> 
^^Ltt)J»A)250ng(20mM Hepes(pH7. 0) x 0. 5M KF, 0. 1% BSA-C62 

nm*3j;U?620nm(D^3fe3iS^S!lSLfCo Biotin-poly (GT) (D^v^Dl/WLlk 
m~Z. 0 ^CVai— y ^|±(DHTRFtl2p^^Sx^^h^fEic$tt-CV >5deltaF% 
{ft^ffll^-C^mbfco MlMM^JP^i 2 His6-HGFR^Px.fc^^/KD 

deltaF%»100%, W^f|:fe J;tJ«His6-HGFR^Px.-CV ^ai/KDdelta 
F%ft^0%iL-C, »^«^PX./c#^m/KDdeltaF%fg(Dj:b^(%) ^£&7t 0 
^(Dlt^(%)^J;^HGFR^-«tt^50%|31#^(D^^TO^K(D|i 

sac )^#mu^i^ufc 0 

50 

[0355] [^1] 
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31 
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73 
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0 . 0 1 






34 


0 .073 


76 
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0.014 
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[0356] 4. uGFK^(D^m^m^u^^^mmz.M^m.m^m(Dm\^ 

VEGFR2, FGFRl*fcte:EGFR^-£^>^3r-f-— if^ttfc^^SPMffcEte:, H 
GFRcDftt^-, ^^^^His6-VEGFR2^15ng, His6-FGFRl^rl5ng^fc 
«EGFR^23ngffi V vC, J^LfcHGFR^u^^— if^l£*H-3|£WftMB 

— ^ PDGFRjS^nv-^dr^— i?^t£&£^i-5Pl.#ffcfBte:. 50ngOHis6-PD 

GFR0 ^fflv>r, ±Mut&mT&--r-- i?KJ&»#fcm, ^T©M-ef^y 

y >^>f fcbiotin - poly (GT) Srlfe ffl LTfNffiLfco 
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96-well streptavidin- coated plate (PIERCE|±J;'9^^ Mpp#^§T512 
9) (D^^MZ.^ 34 » 1<D3^— ^KfiM&&T$16 ju lO^^^JP^T, 
^30#Pb1^^-<— >3>-Lfc 0 ^->>ai/V^150 /z l<Dgfc?#^(20mM Tr 

is-HCl(pH7. 6), 137mM NaCl, O. 05% Tween-20, O. 1% BSA)~e3 
[U^#-L N #Cpho spho tyro sine (PY20) — HRP conjugate (Transduction Lab 
oratories|±J;^A^ §^#^P~ 11625) 70 /xl(20mM Tris-HCl(pH7. 6) 
, 137mM NaCUO. 05% Tween-20, 1% BSA-C2000{§»fO ^JPx.T 

, ^ffl-eiRtPfiH^^— ■ > 3 yUc 0 ^<D# N ^-^/v^isOjuKDgfe^-estHigfc 

#Lt, 100 ix 1C0TMB Membrane Peroxidase Substrate (^^v^^M 
A. 5077-03) &mz.fc 0 ^tl^W^lO^m-f^^— l^l^k 

, #^/v^ioom1^im y^^px.T, ii:^c7V— hy— mtp-5oo(=* 

n^*^l±M) ^£9450nm<«}teJ»$iJ^Uc: o ^^^®^Px.T His6-PDG 
FR^ ^Px.fC7^/KDB^3feS^100% N ^^K^oJ;t^His6-PDGFR ^ ^P^L 
TV V^V^/V<Z)MJ££0%^L-C, ^^«^PX.fc^g-^^/KZ)®^it^ (%) & 
Mibtio r.<OK3teS*(%) fcJOTDGFR j3 3f-7— ^tt^50%PE.Wi-§»t-^ 
^»^®^S(IC )^#mbfc 0 

50 

[0357] gaMMM2i£ha&iai3 (mkn- 4 5) £&±£itmmsifeii 

th W (MKN - 45) £r , 1 %FBS ^ t?RPMI 1 640 igJfi (Sigma|± i «9 1^ 

A) KSSiSUfco ^r<Z)^J!M«(l X 10 4 {®/ml) ^Ji^*ffl96^^/^U-h ( 
NUNC*±J;»9ttA, Mpp# "^167008) (£0. lml/well^P^.. 5%CO -f^^-^< 



— cp(37°C)-e— m%m^fz.o ^§-^^/V^l%FBS^tpRPMI1640 

^mx^nutw^mn^o. im.mK.x, h^5%co 4>^-<— tporo 

2 

T?3 0 5gi##Wc 0 ^g-^/MCCell Counting Kit- 8 (DOJINDO|±J;«9 

MA, Mb b p#^-343-07623)^10/z1*P^. n 5%CO 4^^— ^ (37°C) "C 

2 

5B#Pb1^^-<— ^a^Uio -f^r^— v'a^, PJ^S£450nm, M 
m^ft^r660nm^LT, ^-^oi/KD^^iS^V— hy— MTP-500(3n-7-m 

^®^P^^^^(D^5feS(Dj:b*(%)^i6^(Z)J:b^^mii^50% 
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50 

[0358] mz] 
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[0359] #^^|3:ELISAfe^fflV^HGFRgr , ,U^hmWf^ffl 

thB Wffl%& (MKN-45) &\ l%FBS^tpRPMI1640j#Jfi(Sigma|±J;«9^ 

a) teiR»ufco ^(Dms&mmmd x io 5 <@/mi) &mn&mmm6v^^—h ( 

NUNC|lJ;f9^A^ Mb p p#^-167008) iZ.0. lml/wellAn*., 5%CO 4>^^< 

2 
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fcMl&^W(l%FBS^tFRPMI1640jt^^r$?)£rO. 05ml^P^.T, 5%CO 

2 

/V^PBS 150/xregfc#-U ^^~^?§^Mffim(50mM Hepes(pH7. 4), 150 
mM NaCl, 10% (v/v) ^Ui?n— /V, 1% Triton X-100, 1. 5mM MgCl 

2 

N ImM EDTA(pH8. 0), lOOmM NaF, ImM PMSF, 10/zg/ml Aproti 
nin. 50jug/ ml Leupeptin. 1 ftg/ ml Pepstatin A. ImM Na VO )£rl0 

3 4 

[0360] 2. ffiphospho-tvrosineffi#:IMfh:/^~h(Df^M 

ELISAffl96?;n/K7V— b (COSTAR|±J;«9®A, Mpp#"^3369) (£50 » g/m 
lCOfelphospho — tyrosine}5t#:(PY20 N Transduction Laboratory^ j; t 9^A> 
®IiSp#-^P— H120)Sr^tf60niM bicarbonate buffer (pH9. 6) £r50 n XhWx. 

[0361] 3. HGFRftHU^fKPfl^fflOyffl^ 

2. -ef^Mb^V— h(D^§-^/V^2OO/il(DPBS-^30gfe^U ^^150jul(D3 
% BSA/PBS^n;tT^U-e2l^^3r^^— iXa^Ufco #^71^200 m ICO 
PBS-C3HI^#bT, ^^_h^b7t^ttt±i^50/z timfcT, 4^-?— HfcY>^ 

S/afUfco >f>^F-3L^<— '^3Vt, #!>^/P&250jul<Di$fci£#e(0. 1% BSA 
, 20mM Tris-HCl(pH7. 6), 137mM NaCl, 0. 05% Tween— 20)-C3HI 
ffi^UK^KP/o BSA. 20mM Tris-HCl(pH7. 6) „ 137mM NaCU 0. 
05% Tween - 20) -C2000^#|RLfc^iHGFR^i#:(h- Met (C- 12). Santa 

— >ayLT, 250/ i KD^#^-C3[lia#bfc:^, fx^-e2000f^#3^L/t^/V^- 
3rv^— if nWffiiW*?Igfiifc (Cell signaling|±J; «9flf A, Mp°p#^7074) £70 

^^^-C3[Ugfe^bfc#, 70jul(DTMB Membrane Peroxidase Substrate ( 

7^=js/*tJ;9j«A^ $S3g##50- 5077-03) Srin^.feo i;h^?&-eio5}W^ 
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MTP- 500 (=»n^fi^C*fc$l) ^450nm(£>K3feS£riB!l>tUt, Wlkto'R&WMLX 
CHGFR g Byyiftffitt?r50%|i&St5©(-^S«t«fl^II (IC ) 

50 

[0362] [^3] 







. //I'M "'J fHT >7 


T C r n if! Tvf) 


9^r/?tE 17 'J v^^y 




1 


0.018 


4 1 


0.016 


8 2 


n n 9 9 
u . uz z 


Z 


U . Uzl 


A 9 


u . U 4 z 


Q "3 

O J 


n n 1 ft 

u . U _L o 


3 


u . u i y 


4 3 


n 99 


o 4 


n n 1 7 
u + u z / 


4 


n n 1 /i 

U . U _L 4 


A A 
4 4 


n n R 


ft c. 
o 3 


n n 1 /i 

u . U ± 4 


3 


n n o o 
U . Uzz 


A R 

4 3 


U * 4 4 


ft £ 


U . U _L _L 


/ 


n n q c. 


A £ 
4 O 


n m q 

U * U ± z> 


ft 7 
O / 


n m 9 
u + u z z 


Q 
□ 


U . U 1 4 


A 7 
4 / 


n n 9 

u . U J 


ft ft 


n n9 


Q 


n m 1 


A ft 
4 O 


n n 1 9 
u . u _l z. 


ft Q 


n m 7 


J_U 


U . UZ1 


/I Q 
4 3 


m 9 9 
U . Z O 


y u 


U . Ull 


_L 1 


U . Ul o 


3 _L 


n 9ft 

U . 3 o 




n n n ft a 

U . U U O 4 


1 9 
_LZ 






n 1 i 

u * _L l 




n n 1 9 

U . U ± 3 


13 


0.037 


3 3 


n 9 7 

U.J/ 


Q 9 
r? 3 


n n n 7 


± 4 


n n 1 o 
u . uiy 


R A 
3 4 


n n 9 a 

U . UZ 4 


Q A 


U . U X _L 


±3 


u . u ± O 


3 3 


u . u ± O 


3 


n n 1 9 


1 6 


0.018 


5 6 


0.041 


9 6 


0 . 00 42 


17 


0 .015 


57 


0.082 


97 


0. 014 


18 


0 . 039 


58 


0.017 


98 


0. 017 


19 


0 . 023 


59 


0.016 


99 


0. 014 


20 


0 . 022 


60 


0.008 


100 


0. 0094 


21 


0 .011 


61 


0.008 


101 


0. 015 


22 


0.021 ! 


62 


0.011 


102 


0.041 


23 


0 .017 


63 


0 . 021 


103 


0. 012 


24 


0 . 027 


64 


0. 02 


104 


0. 015 


25 


0. 0046 


65 


0.01 


105 


0. 0086 


2 6 


0.0084 | 


66 


0.013 


106 


0. 039 


27 


0.032 ; 


67 


0. 01 


1 0 7 


0. 036 


28 


0.043 ; 


68 


0.071 






2 9 


0.03 j 


69 


0.037 






30 


0.012 j 


70 


0.027 






31 


0.03 


71 


0.011 






32 


o.ois ; 


72 


0. 01 






33 


0 . 025 


73 


0 .008 






34 


0 .081 


75 


0 .013 






35 


0 . 12 


76 


0. 03 






36 


0 .015 


77 


0 . 013 






37 


0. 0066 


78 


0 .015 






38 


0 . 018 


79 


0.016 






39 


0.016 j 


80 


0 .014 






40 


0 . 008 


81 


0 .007 







WO 2007/023768 



236 



PCT/JP2006/316331 



[0363] mmumm* ; thmmMM (suit- 2) iz.tt-*z>m&mmftm 

thBWMffa (SUIT- 2) £ 1 %FBSSr^tf RPMI 1 640igJffi (Sigma^fc J; <9 HA) 
fc!SM®U jWiia»l»?R(8X10 B ffil/nil)SrPaibfeo Transwell(COSTAR*±,£<9 
IA, Mit#^-3422)(DTS^600 i ul^l%FBS^-a-ti>RPMI1640i#ifi^Px. 

2 

^e-^— CF(37°C)-eiB#ra^b/c 0 #Transwell<D_hJg^l%FB 
S^t^RPMI1640®i*^280ng/mHC#f5Lrtth#im^SMJiaiimH^( 
HGF, ^3feM^X||J;«9ieA, Mp r d#-^-22949)§t25 j u1*PX."C. 5%CO /f^a 
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CDmJI&WMm (5 X 10 7 f!/ml) £7Mt£tf>lH£BALB/c (nu/nu) -^^(D^^M 
^TSR^O. lmKD^l^tLfCo -^^(DMKN-45^B^M$R(Dffi^#:^^ 
100-200mm 3 ^^ofcB#^-C\ £5^^ 
©»^(t^V\ 0. ^K^IS^^«(0. 1N*£&:5 
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nyh(^j;ot^>l^/5\ 1 — 1. 2X10 6 fi©«il^c)iPx., 5%CO 
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i ^3^UT#!^3^V'Sry/Wk$*feo _hjgOlfeWff^H^--efe530ng/ml H 
GFiR&V&kymMb^m^tcWfe^&^ttSFMfDmWi&l. 5ml#P*U 5%C 
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Sr^BS^r, pr^PBSO^b^3. 3mg/ml MTT(Sigmaf±£(9SiA) WW&O 
. 4ml*Px.T, 5%CO -r^^^<— cp(37 c C)-efj2B#^lg#Lfc 0 #>)i;KDc 
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ollagen^VkrtO^^tbf' WIS (tube) SrMTTfcJ^ffefeU ttWm&L&^V 



WO 2007/023768 



238 



PCT/JP2006/316331 



50 

[0367] ^aMM^l7:M^.^W^»^^^rfn.#^^^^.^^Mi-^m^^ 
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mnm&ffi". P. 197-202) KftoXm&U 5%CO 4>^-<—^—^(37 0 C) 
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NUNC|±J;f9^A^ $^#^167008) lO). lml/weltfjP;?., 5%CO 4>^^< 
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5%CO -T^^-<-^-^ (37°C)-eJ:WLf' 0 |£^JC»]|£3 0 @ ^10 M 1<D 
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1-6 

[14] R 8 ^, ^^M^^W^i—is^v^^^lOT^^-^^^^oii: 
[15] XtfS, S:-C (R 10a ) = R 10a te\ **jJ§U\ ^M3^VM^^7t«v-TySSr# 
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[i6] mmm^x^^mMmi^i4(D^irn^immm<D^m^<i^(DmM 

[17] ntf^ l^fc^m^^l~16<DV>i a tvd^lJg|S^^b'^^ltL<}«(D^fc}*^: 
[18] R 9 ^ _h|BM^l^lB«^Sm^atb<f*gm^Pb^^^{itt^gm^ 

1-6 

3-10 

6-10 

b< teg^Si^b/^MJmsMi&S^iTbTi ^xh £v ^e/- 5~ioM— rnTU 
[19] R 9 ^ _hfEft^3gl^fE«(DMmWa^L<«gm»b7)^il(m^gmS^ 

3-10 

mmmabv<tem&&mhfabm&nz>m&&ttL,x\ ^x^x^ ^e/-c ry 

6-10 

[20] (I) ^£jfr5>f fc^fe** . 

(1) N — [4 — ({2 — [({4 — [2 — (Dimethy lamino) ethyl] piperazin—l—yl} car 
bonyl) amino ]pyridin — 4— yl}oxy) — 2 — fluorophenyl] — N* — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide^ 

( 2) N — ( 2 — Fluoro — 4 — { [ 2 — ( { [methyl ( 1 — methylpiperidin — 4 — yl) amin 
o]carbonyl} amino )pyridin— 4— yl]oxy} phenyl) — N* — (4 — fluorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide^ 

( 3) N - (4 - Fluorophenyl) - N 9 - { 2 - fluoro - 4 - [ ( 2 - { [ (4 - pyrrolidin - 
1 — ylpiperidin— 1 — yl) carbonyl] amino }pyridin — 4— yl) oxy] phenyl} cyclop 
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ropane — 1 , 1 — dicarboxamide^ 

(4) N— [4— ({2— [({4— [ (Dimethylamino) methyl] piperidin— 1 — yl}carbo 
nyl) amino ]pyridin — 4— yl}oxy) — 2 — fluorophenyl] — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(5) N— {4 — [(2 — {[ (4— Azetidin— 1 — ylpiperidin— 1 — yl) carbonyl] amino } 
pyridin — 4 — yl)oxy] —2 — fluorophenyl} — N* — (4 — fluorophenyl) cyclopro 
pane — 1, 1 — dicarboxamide^ 

(6) N— [4— ({2— [({4— [3— (Dimethy lamino) azetidin— 1—yl] piperidin — 
1— yl} carbonyl) amino] pyridin — 4— yl}oxy) —2 — fluorophenyl] — N' — (4 

— fluorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(7) N— (2 — Fluoro — 4— { [2— ({[4— (4 — methylpiperazin— 1— yl)piperidi 
n— 1—yl] carbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluoro p 
henyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(8) N— (2 — Fluoro — 4— {[2— ({[4— (1 — methylpiperidin— 4— yDpiperazi 
n— 1—yl] carbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluoro p 
henyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(9) N— (2 — Fluoro — 4— {[2— ({[4— (1— methylazetidin— 3— yl)piperazin 

— 1—yl] carbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(10) N— (4— {[2 — ({[4— (Dimethylamino) piperidin— 1—yl] carbonyl} ami 
no)pyridin — 4 — yl]oxy} — 2 — fluorophenyl) — N* — (4 — fluorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide^ 

( 1 1 ) N — (4— {[2 — ({[4— (Azetidin — 1 — ylmethyl) piperidin —1—yl] carbo 
nyl} amino) pyridin— 4— yl]oxy} — 2 — fluorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(12) N— (4 -Fluorophenyl) — N* - (2 — fluoro — 4— { [2- ({[4- (pyrrolidin 

— 1 — ylmethyl) piperidin — 1 — yl] carbonyl} amino) pyridin— 4— yl]oxy}phe 
nyl) cyclopropane — 1 , 1 — dicarboxamide^ 
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(13) N— (4— {[2— ({[(3S) —3- (Dimethylamino)pyrrolidin— l-yl]carbo 
nyl } amino) pyridin— 4 — yl]oxy} — 2 — fluorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(14) N— (4— {[2— ({[(3R) —3— (Dimethylamino)pyrrolidin— 1— yl]carbo 
nyl} amino) pyridin— 4— yl]oxy} — 2 — fluorophenyl) — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

( 1 5 ) N — ( 2 — Fluoro — 4 — { [ 2 — ( { [methyl ( 1 — methylpiperidin — 4 — yl) ami 
no] carbonyl } amino) pyridin — 4— yl]oxy} phenyl) — N' — phenylcyclopropa 
ne— 1, 1 — dicarboxamide^ 

(16) N— (2 — Fluoro — 4— {[2— ({[4— (4 — methylpiperazin— 1— yl)piperid 
in— 1— yl] carbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N* — phenylcycl 
opropane — 1 , 1 — dicarboxamide^ 

(17) N— [4— ({2— [({4— [3 — (Dimethylamino)azetidin— 1— yl]piperidin 

— 1— yl} carbonyl) amino] pyridin — 4— yl}oxy) —2 — fluorophenyl] — N* — p 
henylcyclopropane — 1 , 1 — dicarboxamide^ 

(18) N— (4— {[2— ({[(1— Ethylpiperidin — 4— yl) (methyl) amino] carbony 
1} amino) pyridin — 4— yl]oxy} —2 — fluorophenyl) — N' —phenylcyclopropa 
ne — 1 , 1 — dicarboxamide » 

(19) N— [4— ({2 — [ (Azetidin — 1— ylcarbonyl) amino] pyridin — 4— yl}oxy) 

— 2 — fluorophenyl] — N ' — (4 — fluorophenyl) cyclopropane — 1 , 1 — dicarbo 
xamide^ 

(20) N- (4 -Fluorophenyl) — N* — [2 -fluoro -4— ({2 — [(pyrrolidin — 1 — 
ylcarbonyl) amino] pyridin— 4 — yl} oxy) phenyl] cyclopropane — 1 , 1 — dicar 
boxamide^ 

( 2 1 ) N - { 2 - Fluoro — 4— [(2— {[(3 — hydroxyazetidin - 1 - yl) carbonyl] a 
mino}pyridin — 4— yl) oxy ] phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(22) N— [4— ({2-[(l, 3' —Biazetidin-1' -ylcarbonyl) amino] pyridin- 4 
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— yl}oxy) — 2 — f luorophenyl] — N* — (4 — fluorophenyl) cyclopropane— 1, 1 

— dicarboxamide » 

(23) N— (2-Fluoro-4-{[2- ({[3- (hydroxymethyl) azetidin— 1 — yl]ca 
rb onyl} amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide N 

(24) N— (4— {[2 — ({[3 — (Dimethylamino) azetidin— l—yl]carbonyl}amin 
o) pyridin— 4— yl]oxy} — 2 — fluorophenyl) — N* — (4 — fluorophenyl) cyclop 
ropane — 1 , 1 — dicarboxamide^ 

(25) N— [4— ({2— [({3— [(Dimethylamino) methyl] azetidin— 1 —yl}carbo 
nyl) amino] pyridin— 4— yl}oxy) —2 — fluorophenyl] — N' — (4 — fluorophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

( 26) N — { 2 — Fluoro — 4— [(2— {[(4 — hydroxypiperidin — 1 — yl) carbonyl] a 
mino } pyridin— 4— yl) oxy]phenyl} — N' — (4 — fluorophenyl) cyclopropane 

— 1 , 1 — dicarboxamide^ 

(27) N— (2-Fluoro-4-{[2- ({[4— (hydroxymethyl) pip eridin - 1 — yl]c 
arbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N* — (4 — fluorophenyl) cycl 
opropane — 1 , 1 — dicarboxamide^ 

( 28 ) N - ( 2 - Fluoro - 4 - { [ 2 - ( { [ ( 3R) - 3 - hy droxypyrrolidin - 1 - yl] ca 
rbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluorophenyl) cyclo 
propane — 1 , 1 — dicarboxamide^ 

( 2 9 ) N - ( 2 - Fluoro — 4 — { [ 2 — ( { [ ( 3 S ) — 3 — hy droxypyrrolidin - 1 - yl] car 
bonyl} amino) pyridin — 4 — yl]oxy} phenyl) — N* — (4 — fluorophenyl) cyclop 
ropane — 1 , 1 — dicarboxamide % 

(30) N— [4 — ({2 — [(Azetidin— 1 — ylcarbonyl) amino] pyridin — 4— yl}oxy) 

— 2, 5 — dif luorophenyl] — N ' — (4 — fluorophenyl) cyclopropane — 1 , 1 — die 
arboxamide^ 

( 3 1 ) N - { 2 , 5 - Dif luoro — 4 — [ ( 2 — {[(3 — hydroxy azetidin - 1 - yl) carbon 
yl] amino } pyridin — 4 — yl) oxy ] phenyl } — N 9 — (4 — fluorophenyl) cycloprop 
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ane — 1 , 1 — dicarboxamide^ 

(32) N- (2, 5-Difluoro-4-{[2 - ({[4- (4-methylpiperazin-l-yl)pi 
peridin— 1— yl]carbonyl} amino) pyridin — 4 — yl]oxy} phenyl) — N' — (4 — fl 
uorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(33) N-[2, 5-Difluoro-4- ({2— [ ({3— [ (dimethylamino) methyl] azeti 
din— 1 — yl}carbonyl) amino] pyridin — 4 — yl}oxy) phenyl] — N* — (4 — fluoro 
phenyl) cyclopropane — 1 , 1 — dicarboxamide % 

(34) N— (2, 5-Difluoro-4-{[2— ({ [methyl (1 — methylpiperidin- 4— yl 
) amino] carbonyl} amino) pyridin — 4— yl]oxy} phenyl) — N' — (4 — fluoroph 
enyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(35) N— {4— [(2— {[3 — (Azetidin— 1 — ylmethyl) azetidin— 1 — ylcarbonyl 
] amino} pyridin — 4— yl) oxy] —2, 5 — difluorophenyl} — N' — (4 — fluorophe 
nyl) cyclopropane — 1 , 1 — dicarboxamide % 

(36) N— (2, 5-Difluoro-4-{[2- ({[3- (hydroxymethyl) azetidin- 1 — y 
1] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — fluorophenyl) c 
yclopropane — 1 , 1 — dicarboxamide N 

( 3 7) N - { 2 , 5 - Dif luoro - 4 - [ (4 — { [ ( 3 — hydroxy azetidin - 1 - yl) carbon 
yl] amino} pyrimidin — 6 — yl) oxy] phenyl} —N' — (4 — fluorophenyl) cyclopr 
opane — 1 , 1 — dicarboxamide^ 

(38) N— [4— ({4— [({3— [(Dimethylamino) methyl] azetidin— 1 —yl}carbo 
nyl) amino] pyrimidin — 6 — yl}oxy) —2, 5 — dif luorophenyl] — N' — (4 — fluo 
rophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(39) N— (2, 5-Difluoro-4-{[4- ({[3- (hydroxymethyl) azetidin- 1 — y 
1] carbonyl} amino) pyrimidin — 6— yl] oxy} phenyl) — N* — (4 — fluorophenyl 
) cyclopropane — 1 , 1 — dicarboxamide ^ 

(40) N- (2, 5-Difluoro-4- { [4- ({ [methyl (1 -methylpiperidin -4— yl 
) amino] carbonyl} amino) pyrimidin— 6— yl] oxy} phenyl) — N* — (4 — fluoro 
phenyl) cyclopropane — 1 , 1 — dicarboxamide^ 
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(41) N— (2, 5 — Difluoro — 4— {[4— ({[4— (4 — methylpiperazin— 1— yl)pi 
peridin— l—yl]carbonyl } amino) pyrimidin — 6— yl]oxy} phenyl) — N* — (4 
— f luorophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(42) N— (4— {[2 — ({[4— (Dimethylamino)piperidin— 1— yl]carbonyl}ami 
no)pyridin — 4 — yl]oxy} — 2, 5 — dif luorophenyl) — N* — (4 — f luorophenyl) 
cyclopropane — 1 , 1 — dicarboxamide^ 

(43) N — {2, 5 — Difluoro — 4— [ (2 — { [ (4 — methylpiperazin — 1 — yl) carbon 
yl] amino } pyridin — 4— yl] oxy} phenyl) — N ? — (4 — f luorophenyl) cycloprop 
ane — 1 , 1 — dicarboxamide^ 

(44) N — {2, 5 — Difluoro — 4— [ (2 — { [ (4 — hydroxypiperidin— 1 — yl) carbo 
nyl] amino } pyridin — 4 — yl) oxy ] phenyl } — N ' — (4 — f luorophenyl) cyclopro 
pane — 1, 1 — dicarboxamide^ 

(45) N— {4— [(2— {[ (4— Azetidin— 1 — ylpiperidin— 1 — yl) carbonyl] amin 
o } pyridin — 4 — y 1) oxy] oxy } — 2 , 5 — dif luorophenyl } — N * — (4 — f luor ophen 
yl) cyclopropane — 1 , 1 — dicarboxamide^ 

(46) N— (2, 5 — Difluoro — 4— {[2— ({[3— (2 — dimethylaminoacetoxy) aze 
tidin— 1— yl] carbonyl} amino) pyridin— 4 — yl] oxy} phenyl) — N' — (4 — fluo 
rophenyl) cyclopropane — 1 , 1 — dicarboxamide^ 

(47) N— (2, 5-Difluoro-4-{[2- ({[(3S) -3-hydroxypyrrolidin-l-y 
1] carbonyl} amino) pyridin — 4— yl] oxy} phenyl) — N' — (4 — f luorophenyl) c 
yclopropane — 1 , 1 — dicarboxamideJS/c Yi. 

(48) N— (2, 5-Difluoro-4-{[2- ({[(3R) -3-hydroxypyrrolidin-l-y 
1] carbonyl} amino) pyridin— 4— yl] oxy} phenyl) — N* — (4 — f luorophenyl) c 
yclopropane — 1, 1 — dicarboxamidel?feSff ^^lfS^O^^^^L<^^(Di^ 

[21] »*®lfB«©>fb^^ 

,i.r 

Wo 

[22] mMmmm(D^mhv<^(Dm.^tc^nh(DyKmm^^ir^mmm 
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